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: exceptional safety 








wide activity range 
a dosage form for many routes 


proven performance in general use over several years 


coupled with economy 


these facts suggest 


( site sary Abbott) 





as the antibiotic of choice 


against the common infections 
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MEDICAL MANAGEMENT OF ULCERATIVE COLITIS* 


BY 
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Department of Medicine, University of Leeds, at the 





The medical management of ulcerative colitis is a 
difficult and diffuse topic, and the assessment of any 
therapeutic agent is a most complex task in a disease 
which varies greatly in severity and extent, not only 
from patient to patient but also in the same individual 
from attack to attack. Carefully planned controlled 
trials in colitic attacks of comparable severity are 
necessary for the evaluation of any remedy. No specific 
treatment has yet been found. The physician possesses 
a variety of drugs capable of inducing remission in 
perhaps half the cases treated and has no reliable means 
of predicting the therapeutic outcome in a particular 
instance. 

In treating the colitic patient the physician is faced 
with three duties; firstly, in terminating the acute 
fulminating attack or exacerbation of the colitis as 


speedily as possible ; secondly, in preventing recurrence .- 


by some form of maintenance therapy; and, thirdly, 
realizing that his efforts may fail at both these stages, 
knowing when to call in the surgeon. In this regard 
he should constantly be critically asking himself if his 
therapeutic efforts are adversely affecting the outcome 
of surgery or the long-term well-being of the patient. 

In trying to answer some of these problems I shall 
review the experiences of others, the results of the 
elegant therapeutic trials undertaken in colitis in recent 
years, and will draw on personal experience obtained 
in Leeds in the past ten years, where I have treated 
some 197 patients with colitis, who have received in all 
some 340 courses of treatment. The attacks of the 
disease were judged severe in two-thirds of the patients 
treated, and the clinical pattern of the illness was an 
acute fulminating attack in 36, chronic intermittent 
diarrhoea in 92, chronic continuous diarrhoea in 29, 
while 38 had a distal proctocolitis. Two cases 
resembling the non-specific enterocolitis described by 
Cooke and Brooke (1955) were included. 

Space does not allow me to dwell on the important 
general principles of management of the acute attack— 
namely, the maintenance of water and fluid balance, of 
nutrition, the correction of anaemia, and the control of 
diarrhoea. Antibiotics have a real place in the febrile 
toxic case, but should only be given systemically in 
short courses, as prolonged usage predisposes to 
secondary monilial infection. Psychotherapy, particu- 
larly in acute disease, has proved singularly ineffective 
and occasionally harmful. 


*Based on_a communication given to the Association of 
Surgeons of Great Britain and Ireland in April, 1960. 
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I shall describe in greater detail two groups of drugs 
which have been shown, after critical appraisal, to be 
capable of terminating the acute attack in a significani 
proportion of patients treated. These are sulphasalazine 
and the steroid group of compounds administered either 
systemically or topically. 


Sulphasalazine Therapy 


Sulphasalazine (“salazopyrin,” “asulfidine™) has 
been used extensively in Sweden and America since 
1941 in the treatment of colitis. The drug has not 
been submitted to a proper controlled trial, but the 
excellent results in large series of patients reported by 
Professor Svartz, Dr. Bargen, and other American 
workers are some testimony of its value. These results 


TaBLe I.—/mmediate Results of Treatment and Frequency of 
Drug Intolerance of Acute Colitic Episodes Treated with 
Sulphasalazine in 751 Patients Treated ir Sweden, America, 
and England. Remissions were Induced in from One-half 
to Three-quarters of the Patients Receiving the Drug 


ta Recovered | Showing 
— or Much Drug 
ies Improved Intolerance 
Svartz (1956) .|* 439 2 
Morrison (1953) ; 60 | 70”, 21% 
Moertel and Bargen (1959 . 183 64°, 17% 
Personal (1950-9) , 3 69 | 47% 16% 


are summarized in Table I, where the percentage 
remission rates are detailed; they varied between 64 
and 75%. My own experience has been less favourable, 
only 47% of 69 attacks treated being remitted. Use 
of the drug is limited because of the occasional toxic 
effects it produces, which develop in between one in 
five and one in six of the patients treated. These 
effects include nausea, indigestion, headache, drug fever, 
skin rashes, and blood dyscrasias. 


Systemic Steroid Therapy 


Despite the regular use of steroids in ulcerative 
colitis for the past 12 years their value is still in doubt. 
The drugs have been received with enthusiasm in some 
quarters, but in others they are regarded as both ineffec- 
tive and dangerous. It has been repeatedly asserted 
that the outcome of surgery is prejudiced by their use. 

To some extent these controversial issues were 
resolved by controlled trials, conducted under the 
auspices of the Medical Research Council between 1950 
and 1958, in which I had the privilege of participating. 
I wouid like briefly to remind you of the main 


conclusions reached. 
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Firstly (Table II) it was shown that 109 patients 
treated with cortisone fared significantly better than 
101 receiving inert therapy, the remission rates being 
TaBLe Il.—Results Obtained in Controlled Trials Conducted 

Under the Auspices of the Medical Research Council Be- 


tween 1950 and 1958 into the Treatment of Colitis with 
Steroid Compounds 











First Attacks Relapses Total 
T 7 J, o; ; | yan 
fo. | ¢ fo | °o 

| otal | Remissions Total Remissions | Total Remissions 
Cortisone ..| 45 | 422 “| 06 |o| a3: 
Control 7's. ie 63 17-5 | 101 i5-8 
Cortisone 31 | 49 | se] 370 | 8s | 38 
Corticotrophin | 40 500 | 44 70:5 84 | 60°7 


\ | | 


2 in 5 and 1 in 6 respectively (Truelove and Witts, 
1955). First attacks did better than relapsing cases 
both immediately and in long-term follow-up, and at 
all grades of severity the cortisone-treated group 
recovered more frequently and more completely than 
the controls, the numbers of patients treated and the 
precise frequency of remission being summarized in 
Table II. When the response to corticotrophin and 
to a larger comparable dose of cortisone was compared, 
the former was shown to possess a significant advantage, 
3 in every 5 patients receiving it going into remission, 
as compared with 2 out of 5 receiving cortisone 
(Truelove and Witts, 1959). In this instance 
the response of first atiacks to both agents was 
comparable, remissions occurred in 50%, and 42% 
respectively. Relapsing cases treated with corticotrophin 
showed a significant advantage over those treated with 
cortisone, remissions occurring in 70.5% and 37%, in 
each instance (Table II). 

It will be seen from Table Iil that strikingly similar 
results have been obtained by groups of American and 
Canadian workers to those obtained in the M.R.C. 


TasBLe Ill.—Percentage Remission Rates 
fos by Use of Steroids in Four Groups of Patients 
din England and America 








Percentage 
” No. of | 
Drug Authors Pawo Patients | ew 
| Treated | Remissions 
| Truelove and Witts 
(1955) 100 mg. 109 41-3 
Cortisone Truelove and Witts 
(1959) 200 ,, | 85 38:8 
Kirsner ef al.(1959) | 300 ,, 45 38-0 
Truelove and Witts 
(1959 ! 80 units 84 60-7 
Corticotrophin ~ | Kirsner ef a/.(1959) 160 ,, 166 50-0 
Maltby ef al. (1956) 160-300 109 64-0 
units 


trials. In my own hands either method seems to have 
about an even chance of success. It will also be seen 
from this table that the heavier dosage of steroids 
employed by the American and Canadian workers 
achieved no better results than did the more modest 
dosage employed in England. 

Results which to my mind are not quite as good 
have been obtained by many workers with prednisone 
and triamcinolone used in comparable dosage. Thus 
Truelove (1960) could induce remissions in only 35% 
of 40 patients treated with prednisone; I personally 
observed remissions in 12 of 36 patients receiving 
prednisone and in only 6 of 22 receiving triamcinolone. 


Topical Treatment 
The favourable results reported from the topical 
use of hydrocortisone in skin, eye, and joint diseases 
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prompted Truelove in 1955 to apply steroids in the 
form of retention enemata of hydrocortisone hemi- 
succinate sodium or prednisolone 21-phosphate, and 
later as prednisolone suppositories, to patients with 
ulcerative colitis of _mild_to moderate severity with 
predominantly distal colonic involvement. This treat- 
ment has been shown by a series of controlled trials to 
induce significantly more remissions than saline applied 
in the same way (Watkinson, 1958; Truelove, 1958). 
The dosage of, indications for, and method of 
administration of the various steroid compounds used 
topically in colitis are summarized in Table IV. In 





TaBLeE IV.—Types of Steroid Compound Used in Topical Treat- 
ment of Colitis, Together with Their Indications, Dosage, and 
Method of Administration 


| | ; : 
| Dosage | Vehicle Comment | Indications 





Hydrocortisone Retention* | Liquid unstable. |} Distal 
hemisuccinate | enema Must be freshly | | “- iis 
sodium | 100 mg. | 100 ml prepared ae Sits ol 

Prednisolone Saline Tablet stable = we 1 
21-phosphate 20 ,, nightly | | gg — 

Prednisolone Fx Suppository | Convenience | Distal proc- 
suppositories | nightly | tocolitis 

} of short 
| duration 
| 








~ * Retention facilitated by use_of propantheline 15-30 mg. half an hour 
before enema. 
patients with diarrhoea, retention of enemata can be 
facilitated by the preliminary administration of 
propantheline by mouth or intravenously. 

Results of treatment with topical steroids are 
summarized in Table V. Truelove, in the course of 


various trials, conducted between 1958 and 1960, 
reported remissions in between 69% and 75%, of 


patients treated with topical hydrocortisone and in 64%, 
of patients afflicted by milder proctocolitis receiving 
suppositories. Excellent results have been obtained by 
Matts (1960), who used prednisolone phosphate solution 
delivered from a disposable plastic enema bag (Table 
V). In my hands, 73 colitic attacks were treated with 


TaBLeE V.—Frequency of Symptomatic Remission and Improve- 
ment After Topical Treatment of Colitic Attacks with Various 
Steroid Preparations, Patients Treated with Prednisolone 
ee had Milder Attacks of Haemorrhagic Procto- 
colitis 


| 
| _@ourses |- 





Percentage Showing 





Treatment a. | Improvement 
| ae } 
Hydrocortisone hemisuc- If a 4 | 
cinate sodium L 73+ 52 18 
Prednisolone 21-phosphate { ro ° 4 
Prednisolone suppositories { oo | = 39 
Prednisone orally. hydro- | 20° 100 
cortisone enemata q 23f 83 


~ * Truelove (1958, 1959, 1960). + Watkinson (1956-60). { Matts (1960). _ 


rectal drips of hydrocortisone. Although 70% improved, 
only 52% showed complete remissions; while only 
44% of 36 patients with haemorrhagic proctocolitis 
showed temporary remissions after treatment with 
prednisolone suppositories. 


Combined Topical and Systemic Treatment 


Truelove (1960) has suggested that combined systemic 
and topical treatment might be the treatment of choice 
in ulcerative colitis. By a combination of oral predni- 
sone, 20 mg. daily, and rectal hydrocortisone he 
obtained remissions in all of the first 20 cases so 
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treated. Continued evaluation of this combined therapy 
is continuing by a controlled trial which Dr. Truelove 
and I are making together, employing sequential 
analysis; to date 19 of 23 patients so treated have 
remitted (Table V). 


Complications of Systemic Steroid Therapy 


The complications of steroid therapy occurring in 
the two M.R.C. trials are summarized in Table VI. It 


Taste VI.—Percentage Frequency of Complications During 
Systemic. Treatment with Steroids are Summarized, To- 
gether with the Mortality and Number of Patients Requiring 
Surgical Treatment 








Trial 1950-5 1955 8 
{—_____—_—— Bits souediisieon 
eon = } Corti- 
Cortisone Inert Cortisone cotrophin 
No. of patients oe 109 | 401 85 84 
Early deaths .. | 46 | 109 5:8 8-3 
Perforation of bowel .. | 0 2-0 3-5 ‘5S 
Suppurative perianal or | 
skin conditions Ss 63 2-0 8-2 1-2 
Hypercortisonism Ne 0 0 23 18-3 
Early surgery necessary 8-3 | 14-9 \ 8-3 7 


will be seen that in the first- trial both the mortality 
and the frequency of recourse to early surgery were 
halved by the use of steroids. In the second trial 
mortalities were appreciably higher, though they did 
not differ to a significant degree between the treatments 
adopted, and the overall recourse to surgery was 
similar. 

The reputed production of colonic perforations by 
steroids has featured widely in the literature, clinicians 
tending to blame therapy rather than the course of the 
disease for this disastrous complication. When such 
perforations as were observed in the first trial occurred 
in patients who were not receiving steroids with an 
overall frequency of under 1%, I felt quite certain that 
steroids were blameless in this regard. My conviction 
was further strengthened by the work of Goldgraber 
et al. (1957) in Chicago, who showed, by a carefully 
retrospective study, that colonic perforation occurred 
twice as often in the 20-year period before steroid 
therapy was first used in 1949 as in the seven subsequent 
years 1950-6, when the compounds were in regular 
usage, relative frequencies in _ these 
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common in the cortisone-treated group in each trial, 
making it desirable to combine short courses of 
antibiotic therapy with cortisone administration. 
Complications resulting from steroid therapy itself 
in the way of electrolyte disturbances, gain in weight, 
facial mooning, and mental illness were much more 
apparent with treatment with corticotrophin, and 
constituted a serious contraindication to its use. 


Management of the Acute Attack 


In treating the acute attack of moderate severity in 
addition to the general supportive measures detailed, I 
use sulphasalazine initially. If no improvement occurs 
in 7 to 10 days, topical steroid therapy is then tried for 
a further 10-day period. Finally, systemic steroids are 
given for two to three weeks. I still think that 
cortisone is the drug of choice, corticotrophin being 
reserved for resistant cases or fulminating attacks, and 
prednisone for the milder case or for out-patient usage. 
In the severe fulminating case I usually try a combina- 
tion of systemic and topical steroid therapy or a 
combination of systemic steroids with sulphasalazine for 
7 to 10 days, considering early surgery seriously if 
deterioration continues or a sudden worsening occurs. 
The high mortality and complication rate in the acute 
first attack has made me advise surgery at a much earlier 
stage than I did previously. 





Maintenance Treatment 


Little well-controlled information on the long-term 
results of treatment of colitis is available. Many patients 
stay well on a maintenance dosage of sulphasalazine, 
Svartz (1956) claiming that three-quarters of 119 
patients followed for five years were still in remission, 
and Moertal and Bargen (1959) that 57% of 183 patients 
were well a year later after prolonged treatment with 
sulphasalazine. 

As to maintenance treatment with steroids, rather 
damning evidence of its value was obtained in the 
M.R.C. trial conducted between 1955 and 1958. No 
significant difference in relapse rates could be demon- 
strated between a group of patients maintained for a 
year on a small dose of cortisone and one on inert 
therapy, relapses occurring in nearly one-half in each 
group, those who had received corticotrophin initially 


periods being 2.5% and 1% respectively. , Pane anTant teh CoRTeore TOPICAL STEROIDS 
My convictions were somewhat shaken 60 ] | 

by the increased frequency of perfora- 

tion in the second trial at 3.5% in both ™ cia Ee tea 1 9 


groups treated, and when I analysed my 40- 
own experience in Leeds the perforation 
rate in 106 attacks of colitis treated with 
steroids was 7%. It is likely, however, 
that this high frequency may be due to 


No. OF PATIENTS 


10 
the large proportion of acute fulminating 
attacks treated in Leeds, which are o 
known to carry much higher mortality 10. 


and morbidity rates, I think insufficient 
evidence exists to suggest that an 





























increased prevalence of perforation 
accompanies the exhibition of steroids, 
but doubt about this issue is another 
reason for careful thought before the 
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initiation of and careful supervision Long-term results of treatment with sulphasalazine, cortisone, and topical steroids 


during steroid therapy. 


summarized at periods of 6, 12, 24, 36, 69, and 120 months. Numbers of patients 


: Temaining in remission at these times are indicated in the histogram above the zero 
It also appeared that suppurative line, while cumulative medical failures are shown in the hatched line below it. 


perianal and skin conditions were more 


Darker areas indicate the patient in whom surgery was advised. 
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seeming to relapse earlier and more frequently than 
those treated initially with cort’sone (Truelove and 
Witts, 1959). Better results have been claimed from 
prolonged steroid therapy by Kirsner et al. (1959), more 
than two-thirds of their patients remaining well for 
periods up to two or more years. Here larger mainten- 
ance doses were used, and the incidence of complications 
and side-effects was appreciable. 

My own experience of maintenance treatment in 
colitis is shown in the Chart, where the long-term results 
with sulphasalazine and systemic and topical steroids are 
summarized for periods of up to 10 years. Of 57° 
patients showing remission or improvement after treat- 
ment with sulphasalazine, after four early failures and 
one recourse to surgery, 31 have continued in remission 
for periods up to six years. 

Of 65 patients receiving maintenance treatment with 
steroids, 12 medical failures and 10 recourses to surgery 
occurred in the first six months, 18 by the end of one 
year, of whom 12 required operation, and at the end 
of the 10-year follow-up period there had been 30 
failures of medical treatment, 20 requiring operation. 
In 35 patients, however, remissions have continued for 
periods of up to 10 years, in a few instances accompanied 
by surprisingly dramatic radiological and sigmoido- 
scopic improvement, though in the majority structural 
damage has persisted and even progressed during 
symptomatic remission. After topical treatment with 
hydrocortisone in 49 patients showing initial improve- 
ment, 13 failures occurred within six months and 24 
within two years. However, remissions exceeding three 
years have been observed. There seems some evidence, 
therefore, to suggest that the long-term results of treat- 
ment with sulphasalazine are better than with steroids. 
The occasional prolonged remission obtained after 
maintenance treatment with sulphasalazine or cortisone 
has made me continue maintenance treatment for - 
least_six months after symptom: ic 


disease, when the respective tre: 


Problems for the Physician in Prolonged 
Maintenance Treatment of Colitis 


The physician handling large numbers of colitic 
patients through the years does not sleep easily at night. 
He is haunted by the high frequency of carcinomatous 
transformation reported by his surgical colleagues in 
colitis of prolonged duration (Slaney and Brooke, 1959). 
Symptomatic exacerbation is of little value in predicting 
this complication, because misleading clinical quiescence, 
as Svartz and Ernberg (1949) have emphasized, often 
precedes the development of the carcinoma. I try to 
enforce yearly radiological examinations to detect neo- 
plastic changes, but many patients are reluctant to 
undergo this unpleasant investigation and claim it may 
precipitate relapse. I still cannot bring myself to advise 
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prolonged duration in which the complication is most 
likely to develop. 

The second problem for the physician is the manage- 
ment of segmental or right-sided colitis where, because 
of initial symptomatic remission on medical treatment, 
he may allow the process to spread distally to involve 
the rectum, rendering more extensive and less desirable 
surgery necessary (Watkinson eft al., 1960). 

A third problem is the management of the adolescent 
affected by the disease, where the severe retardation of 
physical and endocrine maturation which often accom- 
panies the disease, the long-term poor prognosis, and 
the high rate of neoplastic change may make colectomy 
necessary, however undesirable it seems in so young a 
subject (Rosenqvist ef al., 1959). Finally, despite the 
control of the diarrhoea, in a few patients continued 
systemic complications, such as arthritis or skin 
lesions, may enforce colectomy. 


Relation of Steroid Therapy to Surgery 


I would finally like briefly to examine the evidence 
that steroid therapy adversely affects the outcome of 
surgery, in the light of operations for colitis performed 
by my surgical colleague, Professor J. C. Goligher. Our 
joint experience in this regard is reported elsewhere 
(Goligher, 1960), but a few general remarks seem 
appropriate. Firstly, it is quite certain that alarming 
operative and post-operative hypotensive crises do 








develop_in patients who have had _ steroids, that no 


reliable biochemical tests exist for their prediction, and 


it is obligatory that any patient who has ever received 
steroids be given supportive therapy throughout the 
operative and post-operative period, Secondly, analysis 

of our experience at Leeds, and the adverse experience 
of others, has convinced us of the very serious prognosis 
of the acute fulminating attack, particularly in the 
elderly subject. Although this group contains some of 
the physician’s most dramatic and most lasting successes, 
it also contains some of his most disastrous failures. This 
is well illustrated in Table VII, where it will be seen that 
in the 36 acute fulminating attacks of the disease the 
perforation rate, mortality, and recourse to early surgery 
were between two and four times greater than the 
exacerbations of chronic disease ; indeed, I was glad to 
have Professor Goligher’s help in treating nearly a 
quarter of these patients, and in several instances I felt 
that I had been guilty of postponing operation for too 
long. 





Taste VIT.—Outcome of Medical Treatment in 36 Acute First 
Attacks of Colitis Contrasted with Results of Treating 108 
Chronic Relapsing Patients. The Frequency of Perforation, 
Early Surgery, and Death was Between Two and Four Times 
Greater in the Acute Group 





Perfora- | Early 
tions | Deaths Surgery 


No. of 
Patients 


Remis- 
sions 














a purely prophylactic colectomy in a symptomless patient 
on the grounds that his colitis is of prolonged duration 
and that he may have a 1 in 5 chance of developing a 
carcinoma as has been e 

(1959). I think even the most persuasive of surgeons 
would have great difficulty in “selling” such an 
operation to a patient of this type. However, I readily 
advise surgery in symptomatic relapse or pathological 
worsening in these circumstances. To date I am aware 
of only two patients developing carcinomata under my 
care, While it may be that the physician's estimate of 
this complication is too low, I feel the surgeon's is too 
high in that he tends to collect chronic cases of 











Acute fulminating 

first attacks .. 36 40% 8% 14% 23% 
Chronic continu- 

ous or intermit- 

tent disease .. 108 $2% 2:7% 2:7% 12% 


In this type of case the physician should py his 
most potent therapeutic weapons to bear immediately 
and be prepared to admit failure after two to three weeks 
if deterioration has continued. Only in this way will the 
surgeon receive the better operative material he deserves. 

It is my opinion, therefore, that at all stages of colitis 
there is scope for a combined medical and surgical 
approach to the problem. The physician should initiate 
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treatment but keep the possibility of-surgery in constant . 


review with a surgeon particularly interested and 
experienced inthis field. I have been fortunate in 
having the tolerant and enthusiastic support of Professor 
Goligher at a combined medical and surgical follow-up 
clinic which we-have run together in Leeds for the last 
five years, and in which the medical and surgical 
fortunes of our patients have been reviewed together. 


Summary 

Medical treatment of the colitic patient is described. 
The results of treatment and the relative merits and 
disadvantages of treatment with sulphasalazine and 
steroid compounds administered topically and systemi- 
cally are detailed. Problems arising in the long-term 
medical treatment of colitis are touched upon, notably 
the risk of carcinomatous transformation, of distal 
extension in segmental colitis, and the physical 
retardation of the child affected by the disease. 


Finally, an analysis of the outcome of surgery in 
patients who have received steroids has emphasized the 
importance of supportive therapy in the operative and 
post-operative period. It is also emphasized that the 
vicious nature of the acute fulminating attack of the 
disease makes early recourse to surgery necessary unless 
medical treatment proves immediately successful. 
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“In other words, much of the work that is being done 
and the papers that are being published are done and pub- 
lished for the wrong reasons: because someone had too 
much money to spend; or because a government. official 
had to dispose of all the appropriated funds within the fiscal 
year; or because someone forced someone else to work 
in an area not of his own choosing; or because someone 
found it easier to drift along on fellowships than to strike 
off on his own ; or because a practitioner thought it would 
‘look good ° if he did some research ; or because an assistant 
professor needed ‘to publish’ to get a promotion; or 
because of a thousand other reasons irrelevant to the 
advancement of medical knowledge. Shoddy reasons for 
doing research tend to produce shoddy research. This 
Foundation has no desire to contribute to the publication 
explosion. At no time have we brought any pressure to bear 
on Markle Scholars to publish. On the contrary, we have 
told them repeatedly that we believe there are other ways 
of evaluating the accomplishment of a man than counting 
the number of his publications. . . . Scientific papers should 
be the main means of communication between scientist and 
scientist, and between scientist and practitioner, but they 
should not be used for advertising purposes.” (John and 
Mary R. Markle Foundation Annual Report, 1959-60. 
Report of the President, Mr. J. M. RUSSELL.) 
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SURGICAL TREATMENT OF 
ULCERATIVE COLITIS* 


BY 
J. C. GOLIGHER, Ch.M., F.R,C.S. 


Professor of Surgery, University of Leeds ; Surgeon, 
General Infirmary at Leeds 


In this short paper only two aspects of colitis surgery 
are considered, but they are two of the outstanding issues 
at the present time in the surgical management of this 
disease. The first is the vexed question of colectomy 
with ileo-rectal anastomosis, which continues to provoke 
much discussion ; the second is the surgical care of acute 
phases of colitis, which still remains a major problem. 


Colectomy with Ileo-rectal Anastomosis 


By comparison with Aylett (1959), the chief 
protagonist of this operation, who apparently employs 
it almost routinely in the surgical treatment of ulcerative 
colitis, my indications for its use have been extremely 
restricted, so that of the 145 patients with colitis on 
whom I have operated during the past seven to eight 
years only 22, or some 14%, have been given ileo-rectal 
anastomoses (Table I). My experience also differs from 


TaBLeE I.—Methods Used for Primary Excision in 145 Consecutive 
Operations for Colitis (1952-9 os 
"9 123 


Ae 
18 


Aylett’s in that my results have been much less con- 
sistently favourable than his, and in trying to reach a 
decision about this operation it may be of value to 





Proctoc i} 
Cunlnae + ileostomy . ¥ oa 
Colectomy+temporary ileostomy, followed by 
secon ileo-rectal anastomosis md xe 
Colectomy + primary ileo-rectal anastomosis 


examine the record of my few successes and failures. 


In considering colectomy and ileo-rectal anastomosis 
for colitis I believe it is important to distinguish clearly 
between segmental or so-called right-sided forms of the 
disease on the one hand and ordinary, diffuse, or 
primarily left-sided colitis on the other. 


Segmental or Right-sided Colitis 

I used to have considerable doubts about the existence 
of genuine right-sided ulcerative colitis and thought that 
most cases alleged to have lesions of this kind were 
really examples cf Crohn’s disease, affecting the colon 
alone or in conjunction with an-ileal lesion. However, 
as a result of my experiences in the last few years I am 
now convinced that there is a brand of colitis that is 
macroscopically and microscopically indistinguishable 
from ordinary ulcerative colitis, except that it originates 
in the more proximal part of the colon and spares the 
rectum and possibly the distal colon in the first instance 
(Watkinson, Thompson, and Goligher, 1960). Actually 
some 7-8% of the cases of colitis coming under my care 
at the present time turn out of be of this variety. Clearly 
if surgical treatment should become necessary in such 
cases there is no need to sacrifice the normal rectum, 
and operation can take the very rational and attractive 
form of a colectomy with ileo-rectal anastomosis. 


In segmental colitis there is a tendency for the condi- 
tion to spréad distally. This places the physician under 
a special obligation to resort to surgery without too 
much delay if the lesion is not being satisfactorily 





*Being a paper read. in the discussion on Ulcerative Colitis at 
the meeting of the Association of of Great Britain and 
Ireland in Birmingham on April 9, 1 
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controlled by medical treatment, otherwise the rectum 
may become implicated, rendering the case unsuitable 
for rectal preservation and anastomosis. 


I have now treated eight such cases in the last six or 
seven years with uniformly excellent results. They have 
all had normal anal control, and after the initial phase 
of fairly severe post-operative diarrhoea has subsided 
they have not usually been troubled with more than 
three or four motions a day. None has so far developed 
any signs of disease in the rectal stump, though no fewer 
than five of them had their operation four and a half 
Or more years ago. But despite these very satisfactory 
late results, and the very similiar though much more 
extensive experiences of Crohn, Garlock, and Yarnis 
(1947), of the Mount Sinai Hospital, New York, I must 
enjoiti some caution regarding the ultimate outcome after 
anastomotic operations for segmental colitis because of 
the somewhat unfavourable reports of Neuman, Bargen, 
and Judd (1954), of the Mayo Clinic, and of Manning, 
Warren, and Adi (1955), of the Massachusetts General 
Hospital. I suspect that the recurrences noted by these 
two groups of authors may have been partly due to the 
inclusion in their series of cases of examples of Crohn’s 
disease of the colon, which naturally also often lends 
itself weli to treatment by segmental colonic resection 
and ileo-rectal anastomosis. There is, of course, no 
reason to suppose that Crohn’s disease loses its notorious 
predilection to recurrence because it happens to have 
transferred its habitat from the small intestine to the 
large. 


Ordinary, Diffuse, Primarily Left-sided Colitis 

For this form of colitis, which invariably involves the 
rectal mucosa, colectomy with ileo-rectal anastomosis 
inevitably means the retention and use of a diseased 
rectum, which, to say the least of it, seems highly 
illogical and indeed tantamount to an invitation to 
further trouble from recurrent inflammation or the 
development of carcinoma. The advocates of this type 





t 

Diagrammatic drawing, showing the amount of rectum retained 
and the method of intraperitoneal endsto-end union employed in 
the treatment ‘of colitis by colectomy and ileo-rectal anastomosis. 
of operation, however, claim that once the affected colon 
has been removed the residual proctitis usually clears 
up spontaneously owing to the improvement in the 
patient’s general health and for other reasons not so 
easy to understand. One might have felt disposed to 
doubt this assertion because of the common experience 
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that inflammatory changes often persist for a long time 
or indefinitely in the wnused rectal stump remaining 
after ileostomy and subtotal colectomy. But the excel- 
lent results reported by Corbett (1953), Aylett (1953a, 
1953b), and Dunlop (1954), for colectomy and ileo- 
rectal anastomosis certainly compelled attention, and 
some seven years ago I conceived it my duty to give this 
operation a limited trial in the treatment of diffuse colitis 
(Goligher, 1954). 


The cases selected for it were those with relatively mild 
changes in the rectum and without abscesses, fistulae. 
or strictures. The technique of anastomosis was invari- 
ably that of a straightforward end-to-end union between 
the terminal ileum and the upper end of the rectum, 
without any form of side opening or defunctioning 
ileostomy (see Fig.). There were no operative deaths or 
serious surgical complications in the 12 cases treated 
in this way. In most of them the immediate convales- 
cence was very similar to that after colectomy and ileo- 
rectal anastomosis for segmental colitis or familial 
polyposis, but in three patients intense continued 
diarrhoea due to persistent exacerbation of their residual 
proctitis necessitated conversion to ileostomy and 
excision of the rectum within 8 to 10 weeks of the 
operation (Table II). 


TABLE II.—Results of Colectomy with Ileo-rectal Anastomosis for 
Ulcerative Colitis (1953-9 Inclusive) 
Segmental colitis vs Fs ae sé. te 8 cases 
Excellent immediate and late results in all 
cases, including 5 done over 4} years ago 
Diffuse colitis .. ia fat ea me .« 
Immediate results : 


Failures due to persistence of procti.is and 
requiring early conversion to ileostomy B26 


Excellent initial results = eg .; oo. 
Late results in these 9 cases: 


Failures due to recurrence of proctitis after a 
symptom-free interval (1 needing ileo- 
stomy, 2 :esponding partly to conserva- 


tive treatment) hd oa 
Continued good results (3 cases done over 5 

years ago, 3 treated only in the last 18 

months) ; é ms Bi % 6 ,, 


Nine patients, however, obtained good immediate 
results and left hospital grateful for their operation. 
Unfortunately three of them have had further trouble 
due to relapses of their proctitis, this occurring in two 
cases after completely symptom-free intervals of three 
and four years respectively after their colectomy. One 
of these patients has now been converted to ileostomy : 
the other two have responded to some extent to medical 
treatment, but their rectal mucosa remains inflamed, 
they have been in and out of hospital several times, and 
are still below par as regards general health. I have 
little doubt that they will eventually come again to 
Operation, but they are desperately trying to avoid it. 

That leaves six of the original 12 patients still well. 
Three of them have been done over five years and have 
an absolutely normal rectal mucosa on sigmoidoscopy. 
The: other three were all operated on during the last 18 
months; they are entirely satisfied with the outcome, 
but in two of them gross mucosal changes of an active 
proctitis are still evident sigmoidoscopically. So that, 


.though half. my cases of diffuse colitis submitted to ileo- 


rectal anastomosis are at present enjoying satisfactory 
results, it is not unlikely that further recurrences may 
render the final score even less favourable (see Table II). 

But this is not the sum-total of my experiences of 
ileo-rectal anastomosis, for I have now started to see 
cases with unsatisfactory results after this operation, 
performed by other surgeons for diffuse colitis. .I have 
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had four such patients in the last 18 months with severe 
recurrent proctitis, three of whom have been given 
ileostomies ; the fourth certainly needs this treatment, 
but so far has been unable to make up her mind to 
accept it. 


Comment 

I would be the first to admit that a really successful 
ileo-rectal anastomosis for colitis is one of the most 
gratifying achievements in surgery. But my experience, 
like that of Muir (1960) and of Ault (1960), suggests 
that the prospects of securing lasting success with this 
operation are quite precarious, and that all too often 
the establishment of an ileo-rectal anastomosis in this 
disease simply means storing up trouble for the future. 
In my survey I have been concerned with the inflamma- 
tory sequels, but carcinomatous change in the retained 
rectal stump if it is diseased is certainly another 
potential hazard, as Slaney and Brooke (1959) 
have re-emphasized. Because of these considerations 
I no longer advise this operation to patients with colitis, 
except when the rectum is absolutely normal, as in cases 
with segmental lesions.. In cases with diffuse colitis the 
only occasion on which I would now reluctantly consent 
to employ ileo-rectal anastomosis would be when the 
rectal changes were relatively slight and colectomy was 
strongly indicated but the patient absolutely refused to 
accept an ileostomy or was deemed mentally incapable 
of managing such an artificial anus. 


Surgical Management of Acute Phases of Colitis 


In this connexion I think the striking thing is how 
much less satisfactory are the results of emergency 
operation than are those of interval surgery.- I reckon 
that elective proctocolectomy should now carry little 
more risk than that of gastrectomy for uncomplicated 
peptic ulcer, with an operative mortality of 2 or 3%. 
By contrast the mortality of emergency operation 
still remains high, at least in my hands, as Table III 

Tasie I1f.-—Operative Mortality of Primary Colectomy or 

Proctoc olectomy for Uicrrativg Colitis (1952-9 Inclusive) 





No. i; _Deaths 


Operation Causes of Death 





| Cases [ ‘No. [ % | 
RSA eis Peabo er ta en ? Adrenal failure 2 cases 
Interval ne ae 104 | 3 29 Pulm. embolism 1 case 
TE | } Shock 4 cases 
Emergency (including Sepsis a 
2 with open or) 41 | 12 | 29:3 Unexplained y san 
seated perforation) , | 


Pneum 1 
? Adrenal failure 1 








shows. This is particulatly’ disappointing because 
throughout the period covered by these statistics the 
policy in force was:exclusively one of primary excision; 
and it had been hoped that the advantages of 
immediately ridding the patient of his septic colon would 
have been specially evident in’ these acutely ill toxic 
cases. My results indeed are quite a contrast to those 
of Ripstein (1960), who has reported a group of 45 
patients with acute forms of colitis treated by emergency 
colectomy, with only two deaths. Of course a great deal 
depends on what are called acute cases. I cannot say 
that all my’41 cases treated by urgent operation were 
actually moribund, but they were all gravely ill, many 
were certainly in extremis, and in no fewer than 12 of 
them perforation of the colon had already occurred. 
When dealing with cases of this kind it is difficult to 
avoid a considerable operative: mortality. 
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Choice of Operation 

In the application of primary excision to these 
emergency cases |_hayve used complete proctocolectomy 
whenever possible and reserved subtotal colectomy 
without rectal excision for the really desperate cases 
(see Table [V). This explains the much higher mortality 
with the latter operation. A question that did arise in 
connexion with these specially poor-risk patients was 
whether it might not occasionally have been better to 








TaBLeE 1V.—Operative Mortality According to Type of Primary 
Excision Employed in 41 Emergency Operations for Ulcera- 
tive Colitis (1952-9 Inclusive) 


Type of No. of Cases | No. of 








Operation | _ Treated Deaths 
Proctocolectomy + ileostomy 24 a ae £33 5 
4s SAREE se v as F 7 
>  +ileo-recta!l anastomosis .. | 2 0 
12 (29-3%) 


All methods .. nad bert “41 | 


abandon entirely the principle of primary excision and 
to accept simple ileostomy, with its recognized thera- 
peutic limitations, as the most that these moribund cases 
could reasonably have been expected to sustain. 
Unfortunately, open perforation of the colon was often 
present, forcing one to proceed to colectomy, but in at 
least four or five cases ileostomy alone would seem to 
have been a feasible alternative, and might possibly have 
avoided some of the deaths from operative shock that 
occurred after radical surgery. 

I would not like’to give the impression that I have 
been discouraged from further recommending primary 
excision in the treatment of acute phases of colitis. On 
the contrary, [ am most impressed by the dramatic 
recoveries and smooth, rapid convalescence so often 
achieved by this operation, which I believe is sound in 


~ principle, provided that the patient can stand it. But I 


must recognize that it is more than some patients can 
sustain. I am sure that the mortality cannot fail to be 
very high in these particularly ill patients whatever is 
done, but it may be that simple ileostomy will occasion- 
ally secure a reprieve from death when radical operation 
would be lethal. A special indication for this procedure 
might be the presence of a sealed perforation, for one 








effect of colectomy, despite technical _mancuvres to 
avoid it, is that it usually re-opens the perforation and 
causes considerable peritoneal contamination. Anyway, 
my policy for the future would be to retain primary 
excision as the main emergency operation but to be 
prepared to use ileostomy alone as an exceptional 
alternative. 











Steroid Thetapy in Relation to Surgery 


Lastly, a few words about steroid therapy in these 
urgent cases. ‘Do steroids’ prejudice the prospects of 
subsequent surgical treatment as has often: been alleged ? 
In order to try to answer that question my 41 emergency 
operation cases have been divided into two groups 
according to whether they had received steroid therapy 
or not, and the results examined (Table V). 

A difference that is immediately apparent between the 
two groups is the much greater incidence of perforation 
in the patients who had steroids, there being 11 perfora- 
tions in 28 cases with steroids, but only | in 13 without. 
Fortunately, perforation is not necessarily a fatal 
complication, and in fact 8 of my 12 perforation cases 
survived, and-the overalt mortality in the steroid-treated 
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group, despite its larger number of perforations, was 
roughly the same as in the group not receiving steroids. 
But naturally perforation, by leading to infection, is apt 
to complicate and prolong the convalescence enormously. 
I think that the apparent impairment of wound-healing 
and the high incidence of serious sepsis noted in the 
patients having steroids is to be attributed to this 
circumstance rather than to any specific interference with 
tissue vitality and resistance to infection. Certainly in my 
cases undergoing interval proctocolectomy there has been 
no noticeable difference in the incidence of wound 
complications whether steroids were given or not (see 
Table VI). 


TaBLe V.—Emergency Colectomy or Proctocolectomy for 
Ulcerative Colitis (1952-9 Inclusive) 





} 
| Severe | 

















Cases with | Wound | Post- 
Cases Perforation Operative ‘Seps’s or, —- 
Treated Deaths Delay oy bs is 
PRY BM Ee | Wound | 2 
| Total | Open | Sealed | Healing | Collapse 
Steroids aa ie: | — 
|} wpm} 4] 7 8 14 
Steroids | 
not given| 13 1 0 1 4 4 0 
All cases 41 12 | 4 8 | 12. 29-3%)) 18 1 











Taste Vi.—Interval Colectomy or Proctocolectomy for Colitis 
(1952-9 Inclusive) 














a bea 
| Severe Wound | ; 
Cases Operative | Sepsisor | Rest-operesive 
Treated Deaths Delay of Csilar ited 
| Wound-healing! ouapse 
Steroids given 39 0 | 2 } 2 
Steroids not 
given at 65 3 1 2 
Allcases 104 | 3 (2:9%) 3 4 











Our experiences with perforations certainly conflict 
with the findings of the first Medical Research Council 
trial (Truelove and Witts, 1954, 1955). They make it 
difficult to resist the conclusion that steroid administra- 
tion in some way predisposes to this complication— 
either by a direct deleterious effect on the bowel wall or, 
as I believe is more probable, by prolonging the course 
of conservative treatment and thereby extending the 
period at which the patient is a risk. It is clear that the 
physician assumes a very serious responsibility when he 
essays remission with steroid therapy in these very urgent 
cases, and I consider that such attempts by him are only 
justifiable if he accepts a very definite time-limit to his 
efforts and, failing clear signs of improvement within 10 
days, is prepared to invoke surgical aid without further 
heart-searching or delay. 


Summary 


This paper is concerned with two aspects of the 
surgical treatment of ulcerative colitis. 

The value of colectomy and ileo-rectal anastomosis 
has been appraised. While excellent results have been 
obtained in patients with segmental colitis without rectal 
involvement, the results in diffuse forms of the disease 
have been disappointing and have failed in half the cases 
in which the operation was attempted. The use of the 
operation in diffuse colitis, therefore, is not recommended, 
and is only reluctantly undertaken at the patient's 
request where rectal involvement is slight or the patient 
seems mentally incapable of accepting or managing an 
ileostomy. 

The results of the surgical treatment of the acute 
phases of colitis are reported in 41 patients with 
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fulminating primary attacks or exacerbations of the 
disease. Here operative mortality was ten times greater 
than in patients with chronic or milder disease owing 
largely to the high frequency of pre-operative perfora- 
tion, which occurred in nearly a third of these patients. 
The role of steroid therapy in relation to these results is 
discussed. It is felt that unless early improvement 
follows medical treatment in this type of case emergency 
surgery should not be delayed. Primary ‘colectomy- 
ileostomy is still regarded as the operation of choice, 
though use of simple ileostomy in particularly ill patients 
might reduce the operative mortality. 
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ULCERATIVE COLITIS PROVOKED 
BY MILK 
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Nuffield Department of Clinical Medicine, 
University of Oxford 
(From the Radcliffe Infirmary, Oxford) 


The aetiology of ulcerative colitis remains obscure. 
Infective, allergic, nutritional, and psychosomatic 
theories have been advanced, but there is no general 
agreement that any one of these is an adequate explana- 
tion. One result is that medical treatment has been forced 
to develop on the basis of trial and error. The lack of 
universal efficacy of our present medical measures is 
apparent from the fact that total colectomy is necessary 
in some patients. The need to find specific factors in 
the causation of the-disease is obvious. 


Present Study 


During the last few years a group of patients with 
ulcerative colitis has been recognized in whom removal 
of milk (and protein milk-products such as cheese) from 
the diet has been followed by marked improvement in 
the clinical course of the disease. In several of these 
patients milk has been reintroduced into the diet, and in 
every instance this has been followed by a frank attack 
of ulcerative colitis. The object of the present article 
is to describe these observations and to discuss ‘their 
implications. 
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Case 1 


A housewife aged 29 developed ulcerative colitis in 1955 
during her second pregnancy. On admission to another 
hospital for treatment, because of anaemia and weakness, 
the condition worsened, and she was transferred to the 
Radcliffe Infirmary on July 15, after preliminary transfusion 
with 5 pints (2.9 litres) of blood. At that time she was 36 
weeks pregnant ard was passing 8-12 loose bloody motions 
a day, but her general condition was reasonably good. 

Four days after admission she went into labour and was 
delivered of a healthy baby. A few days after delivery 
there was a sharp exacerbation of the ulcerative colitis, with 
the frequent passage of bloody stools, colicky abdominal 
pain, fever, and leucocytosis (W.B.C. 30,000). A.C.T.H.-gel 
80 units daily, was injected intramuscularly in addition to 
general medical measures. On this regime she gradually 
improved, but severe hypercortisonism developed. The 
4.C.T.H. was stopped after six weeks’ treatment and the 
patient was discharged home, having about three loose stools 
a day with a small amount of blood present. 

Two days after discharge she relapsed with about seven 
loose bloody stools a day and was readmitted to hospital. 
Sigmoidoscopy showed the changes of severe ulcerative 
colitis. She was moderately anaemic (Hb, 70%) and the 
€.S.R. was much raised (88 mm. in 1 hour). Cortisone by 
mouth, 25 mg. q.d.s., was given in addition to general 
medical measures, such as control of electrolyte balance, 
repeated blood transfusions (25 pints (14 litres) of blood 
during her stay), penicillin, and sulphonamides, high-protein 
diet, and vitamin supplements. After some weeks a further 
course of A.C.T.H. was tried and then a course of sulphasa- 
lazine (“ salazopyrin”). The illness proceeded in spite of 
this intensive medical treatment, and after two months 
colectomy began to be considered as the next step. 

At this point, in order to preserve the state of nutrition, 
she was put on to a nightly gastric drip of milk containing 
fresh eggs beaten up in it. However, this was followed by 
further exacerbation of the bowel symptoms. Therefore 
high-protein diet was given with rigid exclusion of milk and 
eggs in any form. Thereafter, steady improvement set in 
and she became entirely symptom-free. She was discharged 
home on January 21, 1956, six months after her original 
admission, on 2 diet excluding eggs and milk but on no other 
treatment. 

When seen as an out-patient on February 13 she was 
feeling well, and was having two soft motions a day without 
blood. Haemoglobin was 109% (16.1 g./100 ml.) and the 
E.S.R. 7 mm. in 1 hour. On March 12 she was well, and 
the Hb was 105% (15.5 g./100 ml.) and E.S.R. 8 mm. in 1 
hour. She was advised to try the effect of adding eggs and 
milk to the diet. 

On April 9 she reported that she had eaten boiled and 
other cooked eggs without harmful effects. She had tried 
adding milk to tea, but this was followed the next day by 
diarrhoea which settled in a day or two, and the experiment 
had not been repeated. Cooked cheese had been eaten 
without harmful effect, but when uncooked cheese was tried 
she had four loose stools the next day. After a few more 
days she tried uncooked cheese again, with a similar result 
and, in addition, the passage of some blood per rectum. It 
was decided to study the effect of ingesting cheese in more 
detail. 

On April 12 s‘gmoidoscopy showed some areas of scarring. 
but the mucosa was otherwise within normal limits. A 
mucosal biopsy specimen was taken from the lower sigmoid 
colon, approximately 7 in. (17.5 cm.) from'the anus, by means 
of a Truelove-Salt biopsy instrument. Histological examina- 
tion of this specimen showed near-normal appearances (Fig. 
1). The blood was normal: Hb, 98% (14.5 g./100 ml.); 
E.S.R. 7 mm. in 1 hour; W.B.C., 12,000/c.mm. 

After this examination on April 12 she waited a few days 
and then began, on April 17, to eat a helping of uncooked 
cheese each day. On April 19 there was some looseness of 
the motions and sigmoidoscopy showed definite hyperaemia. 


c 


She continued to eat a daily helping of cheese. After one 
week on it she began to pass blood and large quantities of 
mucus per rectum and was having about three loose bloody 
stools a day. She continued on the cheese for a few more 
days and then stopped eating it. However, the bloody 
diarrhoea continued. When seen by me on May 3 she was 
generally unwell and the Hb was 78% (11.5 g./100 ml.), 
E.S.R. 26 mm. in 1 hour. Sigmoidoscopic examination 
showed active ulcerative colitis of moderate severity. Histo- 
logical examination of a biopsy specimen from the lower 
colon showed the changes of active ulcerative colitis (Fig. 2). 

[Note.—So far as the histological evidence of relapse is 
concerned, the sections have recently been submitted to Dr. 
W. C. D. Richards, a pathologist with a special interest in 
the gastro-intestinal tract. He reports: 

“ Section I (of April 12, 1956) (Fig. 1). The full thickness 
of the mucosa, the muscularis mucosae, and a portion of 
submucosa are present. No abnormality of the surface 


epithelium and glands is seen. There is mild congestion of 
the mucosal capillaries and the cellular content of the lamina 
propria is slightly increased. The cells are mainly plasma 
cells, lymphocytes, and eosinophil leucocytes. A follicular 
collection of lymphocytes is present at one end of the section 
and there are two small lymphocytic aggregates in the sub- 
mucosa. A slight increase in cells is noted in the submucosa. 








Histological appearances of colonic mucosa 
after eating cheese regularly. 


Fie. 2.—Case 1, 
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No diagnostic features of ulcerative colitis are present. The 
appearances are, however, consistent with ulcerative colitis 
in remission or in a quiescent phase. 

“Section II (of May 3, 1956) (Fig. 2). Although the 
surface epithelium is intact, there is definite evidence of 
active ulcerative colitis. A moderately heavy cellular infil- 
trate of lymphocytes and plasma cells is present in 
the lamina propria. Eosinophil leucocytes are not more 
numerous than in the first biopsy. Several small crypt 
abscesses are present in gland tubules ; some of these are in 
an early stage of formation and show neutrophil leucocytes 
accumulating in and around the gland epithelium ; others are 
well developed and are sometimes associated with fragmenta- 
tion or rupture of the glandular epithelium, When compared 
with the first biopsy, there is obviously a recurrence of the 
ulcerative colitis.”] 

Treatment with a rectal drip of hydrocortisone gave little 
benefit. Cortisone by mouth in a dose of 25 mg. q.d.s. 
brought definite improvement, although there was immediate 
relapse when she ran out of cortisone tablets for a day. She 
continued on cortisone as an out-patient, although requiring 
admission to hospital for one night for a blood transfusion 
of 4 pints (2.3 litres) because the haemoglobin level had 
fallen to 63% (9.3 g./100 ml.), There was gradual improve- 
ment, and symptoms were slight by September. In Novem- 
ber cortisone was stopped, and in December she was 
symptom-free. When seen again in March, 1957, she was 
still symptom-free and the blood-picture was normal. 

Since that time she has had no further frank attack of 
ulcerative colitis and has continued on the milk-free diet. 

Comment.—There seemed little doubt at the time that 
this patient’s sharp recurrence of ulcerative colitis was 
due to a reaction to ingested cheese. However, although 
scientifically gratifying, the results were dismaying to me 
as a physician, because of the severity of the recurrence 
and the difficulty of checking it. Before beginning the 
experiment of putting the patient on regular helpings of 
cheese, I had assumed—naively, as it transpired—that 
any attack induced by such feeding would rapidly clear 
up on avoiding ingestion of cheese. 

During the next few years watch was kept for other 
patients with presumptive evidence of colonic sensitivity 
to milk and its products, but no further tests of 
reintroducing milk into the diet of such patients were 
carried out until 1959. By this time a series of studies 
on treatment had culminated in the finding that combi- 
nation of oral prednisolone and local hydrocortisone 
hemisuccinate was a highly effective method for checking 
mild or moderate attacks of ulcerative colitis (Truelove, 
1960). It was therefore judged safe enough to try further 
dietary tests on the following patients. 


Case 2 


A medical student aged 24 was first seen by me with an 
attack of ulcerative colitis in August, 1957. He failed to 
respond to prednisolone by mouth and to a rectal drip 
of hydrocortisone hemisuccinate when they were used 
separately, but responded promptly when they were com- 
bined. Early in 1958 he had another attack of ulcerative 
colitis, which again responded to combined corticosteroid 
treatment, and he remained well on stopping the oral predni- 
solone but continuing with the nightly rectal drip of 
hydrocortisone. This local treatment was continued until 
October, 1958, when the blood-picture, sigmoidoscopic 
appearances, and barium-enema appearances were normal. 
However, he had another sharp relapse in February, 1959, 
necessitating further combined corticosteroid therapy. At 
this time-he was also put on a milk-free diet, and the oral 
prednisolone was stopped after one month and the local 
treatment after six weeks. Thereafter he remained symptom- 
free, with normal sigmoidoscopic appearances. In October, 


1959, he went back on to milk in his diet and the events 
were as follows: 








= 
Date Clinical State Sigmoidoscopic Findings 
October 9 Entirely well Normal 
Then started drinking 
+ pint (284 ml.) of milk 
| a day 
October 16 .. | Entirely well * ? Excess of mucus ” 
ne 23 .. | Loose motions for past | ““Hypegremia and definite 
4 days excess of mucus ” 
November 2 .. | Passing blood per rectum | “ Diffuse inflammation of the 
after defaecation and a mucosa with ia, 
sense of incomplete pogeon multiple pete- 
evacuation chiae, and contact bleeding 
—— but definite ulcerative 
colitis ” 











He was given combined corticosteroid treatment and 
rapidly showed improvement. It was a long time, however. 
before he became symptom-free ; for in April, 1960, he still 
had haemorrhagic proctitis confined to the lower half of the 
rectum. At the time of writing he has become entirely 
symptom-free without treatment other than the dietary 
restriction. 


Comment.—This patient was considerably slower than 
Case 1 in showing manifest evidence of colitis, it being 
10 days after starting milk before symptoms began and 
two weeks before definite sigmoidoscopic abnormalities 
could be seen. 


Case 3 


A housewife aged 35 was admitted to the Churchill 
Hospital in August, 1955, with an attack of ulcerative colitis. 
The condition was first diagnosed in 1943, and she was 
discharged from the Women’s Auxiliary Air Force because 
of it. An attack in 1949 involved the whole colon. There- 
after intermittent bouts of symptoms occurred, but they were 
relatively mild until the few weeks preceding her admission 
in 1955. 

Cortisone, 50 mg. q.d.s., was given without response. She 
was then treated with hydrocortisone in a rectal drip, being 
one of the first patients to be so treated at Oxford ; there 
was no response. Then intramuscular A.C.T.H. was given, 
likewise without response. The A.C.T.H. was stopped and, 
as she was not severely ill, she was sent home in December, 
1955, for out-patient supervision. 

When seen one week later in the out-patient department 
she was having about seven loose motions a day with small 
amounts of blood present and with urgency of defaecation. 
Sigmoidoscopy showed evidence of ulcerative colitis of 
moderate severity. Two weeks later she was symptomatically 
worse and sigmoidoscopy still showed active disease. Sulpha- 
salazine was given without benefit and the sigmoidoscopic 
appearances worsened. The bowel symptoms continued and 
she was moderately anaemic, the haemoglobin being 70% 
(10.5 g./100 ml.). 

In February, 1956, she was instructed to avoid milk and 
eggs in all forms. By March she was symptomatically 
improved though sigmoidoscopy showed doubtful improve- 
ment, while the haemoglobin value of the blood had risen 
to 80% (11.8 g./100 ml.). By April she was greatly improved 
symptomatically and the sigmoidoscopic appearances were 
only slightly abnormal. By June she was symptom-free and 
feeling well, the sigmoidoscopic appearances were normal. 
and the haemoglobin was 95% (14.1 g./100 ml.). Thereafter 
she was kept under regular observation. In August she went 
back on to eggs without ill effect, the sigmoidoscopic 
appearances remaining normal. 

In November, 1959, further sigmoidoscopy showed norma! 
appearances, while a barium enema showed no evidence of 
active ulceration, the only abnormality (if, indeed, it can be 
called an abnormality) being absence of haustra in the dista! 
colon. She went on to milk on November 28. For six 
weeks there was no harmful effect, but then she developed 
bloody diarrhoea, while sigmoidoscopy showed evidence of 
active ulcerative colitis of moderate severity. She continued 
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on milk for one more week and became worse, with general 
malaise, liquid motions, and heavy bleeding from the bowel. 
Sigmoidoscopy showed active ulcerative colitis, while repeat 
barium enema showed ulceration of the sigmoid and 
descending colon. 


When treated with oral prednisolone, 5 mg. qgds., a 
nightly rectal drip of hydrocortisone hemisuccinate, and a 
milk-free diet she became entirely symptom-free after one 
week, and after two weeks the sigmoidoscopic appearances 
were nearly normal. The oral prednisolone was tailed off 
and the rectal drip stopped after another week. However, 
she then relapsed and needed a further course of combined 
corticosteroid treatment before she became symptom-free. 
She continues well on a diet containing no milk. 


Comment.—This patient resisted medical treatment 
for several months before being tried on a diet not 
containing eggs or milk. Eggs were returned to the diet 
without ill effect, but, after being symptom-free for three 
and a half years on a milk-free diet, she suffered a sharp 
relapse six weeks after starting on milk again. This 
relapse responded promptly to treatment with combined 
oral and local corticosteroids, but she relapsed when 
treatment was stopped after two weeks and needed 
further treatment. A notable feature in this patient was 
that no harmful effect was apparent for several weeks 
after the reintroduction of milk into the diet, and this 
may be eonnected with the long period for which she was 
symptom-free while abstaining from milk. 


Case 4 


A housewife aged 28 was admitted to the Churchill 
Hospital in February, 1954, with an attack of ulcerative 
colitis, Since 1952 she had been liable to pass blood and 
mucus per rectum, without diarrhoea. During the six weeks 
preceding admission she had moderately severe bloody 
diarrhoea and griping abdominal pains. She was anaemic, 
the haemoglobin value being 66%. Sigmoidoscopy showed 
ulcerative colitis, and barium enema showed that the 
ulceration extended proximally as far as the mid-transverse 
colon. She was treated with general medical measures, 
including blood transfusion, and improved but did not 
become symptom-free. However, she was unhappy in 
hospital and was discharged to attend as an out-patient. 

The symptoms persisted, though they were not severe. 
In April, 1955, in view of the persistent symptoms and 
sigmoidoscopic evidence of active disease, oral cortisone was 
given ; this brought definite symptomatic improvement, but 
had little effect on the sigmoidoscopic picture. In the middle 
of May, while still on cortisone, she had a flare-up of 
symptoms with frank bloody diarrhoea. Questioning 
revealed that before this flare-up she had had some dental 
extractions and had drunk a lot of milk to keep her strength 
up. She believed that the milk had upset her and had cut 
it out of her diet before being seen, and the symptoms were 
then abating. She was advised to eliminate milk completely 
from her diet. She continued to improve and was almost 
symptom-free in June, 1955, while the sigmoidoscopic picture 
showed improvement. The cortisone was stopped and she 
became entirely symptom-free. She remained symptom-free, 
and in February, 1956, was put back on to milk. This was 
followed in two days by loose motions and the passage of 
purulent material per rectum, while sigmoidoscopy showed 
moderate inflammation. Six weeks after beginning milk she 
developed bloody diarrhoea with sigmoidoscopic appearances 
of severe ulcerative colitis. 

Milk was again stopped from her diet and she improved 
steadily until she caught influenza in May, when bloody 
diarrhoea occurred. Treatment with a rectal drip of hydro- 
cortisone had a dramatically beneficial effect on the 
symptoms but the sigmoidoscopic picture was not normal. 
At this stage, dietary restrictions were stopped and attacks 
were treated, as they arose, by local hydrocortisone, to which 
she repeatedly responded rapidly. However, in January, 


1958, she had am attack sharp enough to necessitate 
admission to hospital. She was treated with combined oral 
and local corticosteroids and did well, but she was also put 
on to a rigid milk-free diet. 

She then remained symptom-free until January, 1960. At 
this time a barium enema showed no evidence of active 
ulceration, although there was absence of haustration in the 
descending colon. Sigmoidoscopy showed the typical 
changes of a very mild ulcerative colitis. On January 8, 
she began to drink half a pint (284 ml.) of milk daily. Seven 
days later she started to pass blood and pus per rectum 
several times a day, and sigmoidoscopy showed marked 
worsening of the inflammation. She was left on milk and 
kept under close observation. One week later she was still 
passing blood and the sigmoidoscopic appearances were 
unchanged. Another week later she was worse, with bloody 
diarrhoea and frequent passages of blood and mucus per 
rectum. After a further week, with no improvement, she 
returned to a milk-free diet and was treated with combined 
oral and local corticosteroid. There was immediate cessation 
of the rectal bleeding, with rapid lessening of the diarrhoea. 
When seen two weeks later she was symptom-free and the 
sigmoidoscopic appearances were nearly normal. The 
corticosteroids were stopped but the diet was continued with. 
However, there was rapid return of rectal bleeding which 
proved resistant for some weeks to treatment with 
prednisolone and sulphasalazine, while the haemoglcbin 
value fell to 60%. Treatment with a rectal drip of 
hydrocortisone hemisuccinate was rapidly beneficial and the 
anaemia responded to intravenous iron. 


Comment.—This patient has twice shown sharp 
recurrences of ulcerative colitis when put on to milk after 
a period of abstention. In the second recurrence, it is 
interesting that the response to combined corticosteroid 
treatment was rapidly beneficial as in Case 3, but that 
both these patients rapidly relapsed when the cortico- 
steroids were stopped after two weeks, and thereafter 
both needed further energetic treatment for severa) weeks 
even though they were already on a milk-free diet. A 


_ notable feature is that a milk-free diet does not cause 


completely normal sigmoidoscopic appearances in this 
patient even though treatment with local hydrocortisone 
hemisuccinate will do so. This suggests that some factor 
additional to milk plays a part in this particular case, 


Case 5 


A schoolgirl, aged 14 in 1960, first developed diarrhoea 
and abdominal pain in September, 1958, for which she was 
admitted to hospital in Cheshire, where the diagnosis of 
ulcerative colitis was made on sigmoidoscopy and barium- 
enema appearances. She was moderately anaemic (Hb, 70%) 
and the E.S.R. was 82 mm. in 1 hour. Treatment with 
sulphonamides and general medical measures, and also 
psychotherapy, was given. As she did not respond well to 
sulphonamides a rectal drip of hydrocortisone hemisuccinate 
was instituted and brought a prompt response, and she was 
discharged home symptom-free, with the haemoglobin level 
100%, although the E.S.R. remained high. A few weeks 
later she relapsed and was readmitted to the same hospital. 
A course of sulphasalazine had no effect on the condition. 
In May, 1959, she was again treated with a rectal drip of 
hydrocortisone together with oral prednisolone 5 mg. b.d., 
and she responded well to this. The oral prednisolone was 
stopped but she continued with the rectal hydrocortisone 
on alternate nights. On this treatment she remained well 
until September, when she again relapsed, and putting her 
back to nightly treatment with local hydrocortisone failed to 
check the attack. The E.S.R. remained elevated at over 40 
mm. in 3 hour. 

In October, 1959, she was referred to me and was admitted 
to the Radcliffe Infirmary. Sigmoidoscopy showed evidence 
of mild ulcerative colitis, and the barium-enema examination 
showed fine contour irregularities extending from the 
descending to the ascending colon: 
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Oral prednisolone 5 mg. q.d.s., a nightly rectal drip of 
hydrocortisone hemisuccinate, and a milk-free diet were 
prescribed. She became symptom-free almost immediately, 
and was sent home after two weeks on the same regime 
except that the oral prednisolone was reduced to 5 mg. 
t.d.s. On her discharge, sigmoidoscopy still showed evidence 
of mild ulcerative colitis. When seen as an out-patient in 
December, 1959, she was entirely symptom-free and the 
sigmoidoscopic appearances were normal. The oral pred- 
nisolone was then tailed off. In January, 1960, she was well 
and the sigmoidoscopic findings were normal. The rectal 
drip of hydrocortisone was discontinued but she continued 
on a milk-free diet. In April she was entirely well and 
sigmoidoscopy showed norma] appearances. 

At the beginning of July she was readmitted to the 
Radcliffe Infirmary for reintroduction of milk into the diet, 
it being judged wise to have her under supervision in view 
of Cases 1-4 and her home being too distant for supervision 
as an out-patient. On admission she was in robust health. 
Sigmoidoscopy showed entirely normal findings, while 
barium-enema examination showed only very minor abnor- 
malities. Arrangements were made for regular estimation 
of the total eosinophil count of the blood because of the 
study by Riisager (1959) showing that eosinophilia usually 
precedes and accompanies an attack of ulcerative colitis. 
Three days after admission milk was added to the diet. 
The motions became soft but remained only one a day and 
she felt entirely well. Sigmoidoscopy after three days 
showed entirely normal appearances. One week later she 
was symptom-free, but sigmoidoscopy showed a slightly 
inflamed mucosa. My report was: “The colon contains 
porridge-like faeces with tiny flecks of blood on the surface. 
The mucosa is hyperaemic and finely granular. The vascular 
pattern can still be seen but less plainly than last week. 
Conclusion: Mild sigmoidoscopic relapse.” 

At this point the patient went home. She remained 
essentially symptom-free for three days, when diarrhoea 
occurred and continued. Milk was stopped from the diet 
after three more days, but the diarrhoea continued and 
became more severe with about six fluid motions daily. ‘Ten 
days after the onset of diarrhoea she was readmitted to the 
Radcliffe Infirmary. On sigmoidoscopy, the mucosa was 
hyperaemic, coarsely granular, and dotted with petechiae, 
and it bled on being rubbed with gauze. A barium enema 
showed a sharp deterioration since the previous examination, 
with evidence of ulceration throughout the entire colon and 





MD 
Fie. 3.—Case 5. Barium-enema appearances immediately before 
and three weeks after reintroduction of milk into diet. 

Corresponding portions of descending colon, 





with irritability and much-reduced size of lumen (Fig. 3). 
The total eosinophil count was abnormally high, being 386, 
416, and 392 on three consecutive counts during the first two 
days of her stay in hospital. 

She was then put on combined local and systemic 
corticosteroid treatment and a milk-free diet. She rapidly 
improved and was discharged almost symptom-free after 
eight days of treatment, although she continued on the same 
course of treatment at home. Ten days later, on July 21, 
sigmoidoscopy showed very mild inflammation, while a 
barium enema showed marked improvement although the 
appearances were not entirely normal. 

She has been advised to remain indefinitely on a milk-free 
diet, but obviously time must elapse before the success of 
this restriction can be judged. 

Comment.—The course of events strongly suggests 
that reintroduction of milk into the diet was responsible 
for this patient’s relapse. In one sense it was unfortunate 
that it was judged necessary, because of the distance of 
her home from Oxford, to admit her to hospital for 
the actual reintroduction, because protagonists of the 
psychosomatic theory of the causation of ulcerative 
colitis would possibly regard the fact of readmission as. 
sufficient reason for the relapse. On the other hand, the 
patient felt entirely well in hospital and was herself 
convinced that milk was harmless to her when she left 
the hospital, although by that time sigmoidoscopic 
relapse had occurred, antedating frank bowel symptoms 
by four days. ; 


Discussion 


The likelihood of a relapse of ulcerative colitis 
occurring by chance alone in the course of a few days or 
weeks after the reintroduction of milk into the diet 
would be too small to account for the occurrence of 
relapse in all five of the patients now reported. Some 
estimate of the natural expectation can be obtained from 
controlled trials of maintenance treatment aimed at 
preventing relapses among patients in clinical remission, 
in which “dummy” preparations were used to treat 
some of them. In one of these trials, 13 of 31 patients 
(42%) on “dummy” cortisone tablets relapsed in the 
course of one year (Truelove and Witts, 1959). In 
another, when 13 patients were on “dummy” local 
treatment to the colon, 5 (or roughly 40%) relapsed 
during the six-months trial period (Truelove, 1958). 

If we take 30% as an outside estimate for the chance 
of a relapse occurring spontaneously in a patient with 
ulcerative colitis within a few weeks from a time chosen 
at random, it is a simple matter to calculate the proba- 
bility that six consecutive patients would relapse within 
six weeks. (I count Case 4 as two patients for this 
argument as she relapsed on two separate occasions 
when milk was reintroduced into the diet.) The 
probability of such a run of relapses would be (3/10)*= 
0.000729, giving odds of more than 1,000 to 1 against 
this run occurring by chance alone. It can therefore be 
taken as sufficiently proved that in this group of patients 
the reintroduction of milk (or milk-products such as 
cheese) into the diet had a direct connexion with the 
recurrence of disease. The one proviso that should be 
made is that the possibility exists that the reintroduction 
of milk caused the relapse to occur through psycho- 
somatic mechanisms. Apart from the inherent improb- 
ability of this explanation in the circumstances of this 
particular study, there is the additional circumstance that 
in two of the patients (Cases 1 and 3) reintroduction of 
eggs imto the diet after previous abstention was not 
followed by harmful consequences. 











3). 
186, 
wo 


ter 





Jan. 21, 1961 


¢ 


ULCERATIVE COLITIS ee, 159 





A further item of evidence supporting the idea of a 
direct causal connexion between the reintroduction of 
milk and the subsequent relapse comes from studying the 
relationships between the period of abstention and the 
time taken for clinical relapse to occur after reintroduc- 
tion. The Table contains the relevant data which show 
that there is a highly significant positive correlation 
between these two variables. In general terms, it can 
be said that the longer a patient was symptom-free on a 
milk-free diet the longer it took for clinical relapse to 
occur after reintroduction of milk into the diet. Such 
a finding is much more in keeping with the concept of 
an immunological type of reaction, with the patient’s 
reactivity varying according to how long ago he was last 
exposed to the antigen, than it is with the concept of 
these relapses being psychosomatic in origin. If an 
immunological type of response is the true explanation, 
it is likely to be a reaction to the proteins of milk and 
cheese. Butter has been included in the diet of these 
patients, and lactose is not likely to be a sensitizing agent. 
An additional point is that in Case 1 cooked cheese was 
harmless whereas uncooked cheese was detrimental, a 
finding compatible with the idea that denaturation of 
the proteins may have altered their antigenicity. 


Relationship Between the Time the Patient was Symptom-free on 
a Milk-free Diet and the Time to Clinical Relapse After 
Reintroduction of Milk Into Diet 

















No. of Months No. of Days after 
Case Sompenmn Bs Milk to Coefficient of 
No. on Milk-free First ite Correlation 
Diet Bowel Symptoms 
1 3 2 r= +0-95 
2 7 10 The exact test of signi- 
3 41 42 Tecommended 
4a 8 2 by Fisher (1950) for 
4b 14 7 use when the number 
5 9 13 of pairs of variables 
is small, gives P<0-01 





There is nothing new in the idea that particular foods 
may play an important part in the aetiology of ulcera- 
tive colitis. Andresen (1942) considered that ulcerative 
colitis was often due to food allergy, giving the figure of 
“at least 66% of the cases.” Among the items of food 
which he considered had been responsible among his 
patients milk was outstanding, being incriminated as one 
factor in 84% of the patients whom he judged to be 
suffering from food allergy, and being, in his opinion, 
the sole factor in 40% of them. Other offending items 
of food were eggs, wheat, potatoes, oranges, and 
tomatoes. He advised the use of special allergy-test 
diets in order to detect the harmful items of food. 
Likewise, Rowe (1942) considered that ulcerative colitis 
might be caused by severe allergic reactivity in the 
colonic mucosa, similar to that which in the skin is 
responsible for atopic dermatitis. He found that skin 
tests were useless and recommended elimination diets not 
greatly dissimilar from those used by Andresen. He 
obtained remissions in 10 out of 14 patients by these 
diets. 

In_spite of the fact that these views have been widely 
published, few physicians have accepted the idea of food 
allergy as an important cause of ulcerative colitis. The 
difficulty has been to assemble proof of the hypothesis 
on the one hand or to disprove it completely on the 
other. The use of elimination diets as a sole method of 
treatment cannot be justified in patients with an acute 
attack of ulcerative colitis, because the illness is so severe 








that it must- be halted without: delay if: this is ‘possible. 


Consequently, it is difficult to devise a situation which 


is safe for the patient and yet capable of yielding 
evidence of scientific value. The classical method of 
studying allergic diseases is to show benefit on removal 
of the offending allergen and deterioration on its return. 
So far as the first part of this approach is concerned, 
my own observations seem to show that mere removal 
of the allergen is not sufficient to bring about immediate 
improvement, so that additional treatment is necessary 
with consequent blurring of the evidence. So far as the 
second part of this approach is concerned, which is the 
crucial part of the test, few such observations have been 
adequately described. It appears from the present study 
that deliberate provocation of an attack of ulcerative 
colitis is reasonably safe provided that early treatment 
with combined systemic and local corticosteroids is given 
if an attack occurs. This treatment should be continued 
for several weeks because of the risk of sharp relapse if 
discontinued prematurely (Cases 3 and 4). 


If milk is indeed an important, if not the sole, factor 
in the causation of ulcerative colitis in a certain propor- 
tion of patients, it will be of consequence to know 
whether this is true of many or few of the patients. In 
addition to the five cases described I have at preseni 
eight other patients who have shown an apparent clinical 
improvement in the course of their disease since milk 
was eliminated but in whom the crucial test of reintro- 
ducing milk into the diet has not yet been tried. If these 
be taken provisionally as examples of patients sensitive 
to milk, making a total of 13 in all, they still represent 
a small proportion of the patients with this disease 
attending me regularly at present, who number more 
than 200. Nevertheless, it must be remarked that my 
own energies have been directed chiefly towards the 
study of drugs, especially corticosteroids, in the treatment 
of this disease, and, until recently, elimination diets have 


.been tried on only a few patients who were proving 


resistant to conventional medical therapy or who 
relapsed frequently. 

Experimentally, it has proved possible to sensitize the 
rectal mucosa to reagins (Gray and Walzer, 1938 ; Gray 
et al., 1940). A human serum containing reagin anti- 
bodies for the peanut was injected locally into the rectal 
mucosa. Ingestion of peanut antigen 24-48 hours later 
was followed in a few minutes by an inflammatory 
reaction at the site of passive transfer, with oedema, 
hyperaemia, and excessive secretion of mucus. These 
changes were of brief duration. In spite of the 
theoretical interest of Gray and Walzer’s work, the 
reaction they describe is unlikely to bear any close 
relationship to the type of change observed in my own 
patients, in whom the pathological response was much 
more greatly delayed. 

Finally, the theoretical implications of the present 
findings are worth mention. The observations are com- 
patible with several different views of the aetiology of 
ulcerative colitis. One is that ulcerative colitis is not a 
single disease but a family of different diseases, in which 
case allergy to a particular foodstuff such as milk would 
represent one member of the family. Ap other As that 
ulcerative colitis is always a hypersensitivity reaction but 
that the antigens are various and diverse, -with milk 
proteins acting as one of them. A —— is that the 
colonic mucosa is basically abnormal in tative colitis, 


for example, because of a deficiency of a specific 








nutritional factor, and that this abnormal mucosa readily — 





becomes the seat of ic res; w 
dary to the basic abnormality. These-various 
deserve to be kept in mind when planning future work. 
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Summary 

During the last few years it has proved possible to 
recognize a group of patients with ulcerative colitis in 
whom removal of milk and protein-containing milk 
products from the diet has been followed by marked 
improvement in the clinical course of the illness. In 
five of these patients milk has been reintroduced into 
the diet, and on every occasion this has been followed 
in a few days or weeks by a frank attack of ulcerative 
colitis, One patient was tested twice on separate 
occasions, so that there were six such events in all. 


From previous studies in which patients in clinical 
remission were being treated with “dummy ” tablets, 
it is possible to arrive at an estimate of the risk of 
spoutaneous relapse in a patient with ulcerative colitis. 
Taking an outside figure for this risk, it can be shown 
that it was very unlikely that the six relapses would have 
occurred by chance alone. In other words, there was 
almost certainly a causal connexion between the reintro- 
duction of milk into the diet and the subsequent relapse. 


There was a highly significant positive correlation 
between the time a patient was symptom-free while on 
a milk-free diet and the time taken to clinical relapse 
after reintroduction of milk into the diet. This finding 
is compatible with the notion of these relapses repre- 
senting an immunological type of response to milk 
proteins, with the reactivity of the colonic mucosa 
varying according to the length of time since it was last 
exposed to the allergen. 
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ULCERATIVE COLITIS 


A FOLLOW-UP INVESTIGATION WITH MUCOSAL 
BIOPSY STUDIES 
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Addenbrooke's Hospital, Cambridge 


The object of this study has been to follow up an 
unselected series of cases of ulcerative colitis, including 
proctosigmoiditis, after an interval of 5 to 10 years, with 
particular reference to the presence of mucosal 
histological abnormalities in relation to the clinical state 
of the patient. It seemed of especial interest to find 
out what proportion of patients, apparently recovered, 
showed persistent abnormalities in the mucosa. It was 
also felt that the follow-up results of an unselected 
series would be of value. Of the many large reported 
series of ulcerative colitis, in some instances followed up 
for long periods, the majority come from a special 
centre (Sloan, Bargen, and Gage, 1950) or hospital 
dealing with diseases of this type (Cullinan and 


*Now at St. George’s Hospital, London. 





MacDougall, 1957), which would tend to draw the more 
severe cases or, alternatively, is concerned with 
in-patients only, such as the series of Rice-Oxley and 
Truelove (1950). Cases of proctitis and proctosig- 
moiditis have been included because there does not 
appear to be any fundamental distinction between such 
cases and those with more extensivé involvement of the 
bowel. 


The cases in our series were all referred to a 
provincial hospital centre, serving a mixed rural and 
urban population, and which was, for part of the area, 
the only hospital available. Some of the cases were seen 
initially at smaller local hospitals. 

The series consisted of 94 patients, first seen by one of 
us (A.P.D.) between 10 and 5 years ago (April, 1949, to 
September, 1954). 

Type of Case 


The types of case comprising the series are 
summarized in Table I. The cases were classified 
according to the extent of disease into three groups— 
namely, proctosigmoiditis, left-sided colitis, and total 
colitis—and into three grades of severity—mild, 
moderate, and severe. There were no cases of right-sided 
or segmental colitis, although some may have started in 
this way before they were seen. Two. cases in which 
typical total ulcerative colitis was associated with 
regional ileitis (Crohn's disease), proved by laparotomy 
and histological section, were seen for the first time 
during the same period as the cases under review. 
Whether regional ileitis represents a different type of 
tissue reaction to a similar mucosal disturbance or 
whether it is in fact an entirely different disease—a 
problem discussed by Lumb (1951) and Crook (1957) 
—is uncertain, but to avoid controversy these two cases 
have been excluded. 


TABLE I.—Type of Case 














| 
— Mild Moderate Severe 
M | F M | F M | F M F 
Proctosigmoiditis| 9 | 36 6 | 21 ein ys te 
Left-sided colitis ? 14 2 4 3 9 2 
Total colitis 8 | 20 1 1 1 3 6 | 16 





























The extent of the disease was determined mainly by 
barium-enema examination. Cases were classified as 
* left-sided ” when there were no changes in the barium 
enema proximal to the splenic flexure, although some 
of these may have had more extensive mucosal 
abnormalities. Cases where more than the left side of 
the colon was involved were classified as “ total,” 
although in some the whole colon was probably not 
involved. In cases of “ proctosigmoiditis,” in which 
group are included those with proctitis only, radiological 
abnormality was either absent or limited to the sigmoid 
region. In some of these patients, in whom:there was 
no doubt on sigmoidoscopic grounds that the disease 
was confined to the rectum, a barium enema was not 
performed. 


It appeared that some of the cases of total and left- 
sided colitis had begun as proctitis, and in a few, seen 
early in the disease, sigmoidoscopic and radiological 
evidence of this retrograde progression was available. 
A history of rectal bleeding, without diarrhoea, usually 
implies that the disease is.confined to the rectum ; and, 
indeed, of our 36 female cases of proctosigmoiditis, nine 
had no diarrhoea at any stage and in every instance the 


disease was confined to the rectum. Of the 28 patients’ 
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with total colitis, three gave a history of rectal bleeding 
for about six months before diarrhoea developed. Of 
the 21 patients with left-sided colitis, seven gave a 
history of initial bleeding, varying in duration from a 
few weeks to 15 years before the onset of diarrhoea. It 
appears reasonable to assume that these 10 cases of 
colitis had begun as proctitis, and, if they are added to 
the 45 patients with proctosigmoiditis, then 10 out of 55 
cases of proctosigmoiditis eventually developed left- 
sided or total colitis. 

Cases were classified as mild, moderate, or severe, 
according to their condition at its worst. They were 
regarded as mild when there was no constitutional upset 


and the symptoms were insufficient to interfere 


appreciably with the patient’s mode of life ; moderate 
when there was fairly severe diarrhoea or bleeding with 
some degree of constitutional disturbance and ill-health : 
and severe when there was considerable constitutional 
disturbance, severe diarrhoea, and at some stage the 
patient was seriously ill. 


Age at Onset and Clinical Course 


The age at onset of the cases is shown in Table II. It 
should be mentioned that few patients under 14 years 
attend the clinics to which the patients in this series 
were referred. The youngest patient, at onset, was a 
boy of-14 years with proctosigmoiditis, and the oldest 
at onset a woman aged 63, also with proctosigmoiditis. 


TABLE Il.—Age at Onset 
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<21| 21- | 26-| 31- 36- | 41- | 45- | SI- | 56- | 61-5 
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The clinical course run by these cases is given in 
Table III. The way in which ulcerative colitis behaves 
is so variable that it is impossible to make any simple 
and yet comprehensive classification. The cases have 
therefore been greuped into those in which there was 
one attack, relapsing cases where the duration of the 
relapse has not exceeded six months, relapsing cases 
becoming chronic, and cases which had been chronic 
from the start. This classification has been made 
entirely on the presence or absence of symptoms without 
regard to other findings. Cases have arbitrarily been 
called chronic when symptoms had persisted without 
telief for more than six months, although many such 
patients were in clinical remission at the time of 
follow-up. 

Taste III.—Clinical Course 









































Se WE ae 
One Attack | Relapsing B ae from 
Chronic Onset 
M F M F M F M F 
Proctosigmoiditis | — 3 6.(6220| = 2 | 
Left-sided colitis 1 _ 5 10 _ 1 i 5 
Total colitis .. 2 2 2 9 1 6 3 3 
I = 
Treatment 


During the period when the cases were first seen 
substantial changes took place in the methods of treat- 
ment available. Routine supportive measures with 
suitable diet, mucilages such as “ iso-gel,” constipating 


agents, and antispasmodics were used, and in the more 
severe cases blood transfusion and correction of 
electrolyte imbalance as necessary. Twenty-three 
patients had one or more courses of treatment with 
A.C.T.H., the earlier cases having been reported 
elsewhere (Dick and Beckett, 1954). Five patients 
received oral cortisone or prednisone at some stage, 
but in no case was long-term treatment with oral 
corticosteroids used. The results of A.C.T.H. therapy 
were similar to those in most reported series (Kirsner 
and Palmer, 1951; Truelove and Witts, 1959) and to 
those obtained with cortisone (Truelove and Witts, 1954, 
1955). Hydrocortisone retention enemata (Truelove, 
1956, 1957) were used in 21 cases, 7 of which also had 
systemic steroid therapy. In 66 cases admission to 
hospital was required at some stage. 

In the management of these cases a common-sense 
supportive psychological approach was used, with the 
discussion of any difficulties or anxieties to which the 
patient would admit. A few patients in whom the 
emotional disturbance was obviously severe were 
referred for expert psychiatric advice. Four were treated 
with electroplexy. In two patients, who showed definite 
depressive features, a remission followed the treatment, 
being dramatic in one. Two other patients of hysterical 
personality received this treatment on the grounds that 
there might be a depressive element in their emotional 
disturbance, but neither showed any response. 

Nine patients had an ileostomy and total colectomy. 
One patient died in the post-operative period, his 
condition before operation having been extremely poor. 
This occurred in the early days of steroid therapy, and — 
pre-operative treatment would now be regarded as 
inadequate. The remaining eight patients have done 
well and are leading normal lives. Five of these 
operations were carried out for severe chronic disease 


- which could not be controlled by medical means. In 


three instances the operation was carried out for 
fulminating attacks, which could not be controlled by 
steroids, and in one of them perforation had occurred. 


Mortality 


Four patients died from severe or fulminating 
ulcerative colitis, including one mentioned above who 
had an ileostomy and colectomy. These deaths all 
occurred in 1952 or earlier, and it is felt that three of 
these patients might have survived with modern 
management. 

A man aged 27 with an eight-years history of colitis 
which involved the whole colon, died from a carcinoma 
of that organ. This has been discovered a year before 
his death and a colectomy was performed, but he died 
from secondary deposits. Thus, including this case, 
five patients died of ulcerative colitis, making a 
mortality due to the disease of 5.3% of the 94 cases. 

Five patients died from other causes: one each from 
carcinoma of the pancreas, carcinoma of the hepatic 
duct, cerebral thrombosis, heart failure of unknown 
origin, and diverticulitis with pericolic abscess. 


Present Investigation 


Excluding the 10 patients who had died, and eight 
who were alive and well after surgical treatment, the 
remaining 76, if not already attending the clinic, were 
asked to do so for review. Sixty-five attended ; in 10, 
information was obtained by letter from the patient or 
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his doctor, and in only one case was there a complete 
failure of follow-up. 


A clinical assessment was carried out on the 65 
patients and a sigmoidoscopy performed in all but three. 
A mucosal biopsy was taken from the area of the 
rectosigmoid junction under direct vision with a special 
biopsy instrument passed through a sigmoidoscope. The 
instrument used is based on the principle of Wood’s 
flexible gastric biopsy tube (Wood, Doig, Motteram, 
and Hughes, 1949), but has a rigid tube—following the 
example of Truelove, Horler, and Richards (1955)—and 
was made for us by the Genito-Urinary Manufacturing 
Company. A knuckle of mucosa is sucked into a hole 
of 3.5 mm. diameter on the side of the head of the tube. 
Suction is applied at a pressure of between 5 and 10 cm. 
of water, measured on a gauge connected to the rubber 
tubing between the instrument and a 20-ml. syringe. 
Inside the head of the instrument is a cylindrical blade, 
which is drawn downwards, cleanly cutting off the 
indrawn knuckle of mucosa. 


A barium enema was not performed as part of the 
follow-up examination as it was not justifiable in 
patients who were well or had minimal symptoms, 
because of the discomfort involved, the risk of causing 
an exacerbation, and the possible radiation hazard, 
most of the patients having had one or more such 
examinations in the past. 


State at Follow-up 
Of the 94 patients, 55 (58%) were free of symptoms at 
the time of follow-up. Many of them, however, had 
been free of symptoms for only a short period and 
might be expected to relapse again. A further 8 (8.5%) 
were in good health, having had an ileostomy and 
colectomy. 


TABLE IV.—State at Follow-up. Cases Where Information was 


Obtained Only by Letter from Patient or Doctor are Shown 
r in Parentheses 
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It was difficult to assess the outcome in relation to 
the severity of the disease at its worst, because so many 
of the severe cases have been treated by colectomy. 
Except in the few patients who have had one relatively 
brief attack of the disease, it was also difficult to relate 
the total duration of active disease with the subsequent 
outcome. Symptomatology does not always mirror the 
state of the mucosa, particularly in the recovering phase 
of the disease. For this reason it is usually impracticable 
to ascribe a definite duration of active disease to any 
given case. 


There did not appear to be any difference between 
the sexes as regards the outcome at the time of follow- 
up, with the exception of cases of proctosigmoiditis. 
All the nine male patients with this form of the disease 
were in clinical remission, whereas 9 of the 36 female 
patients were still having symptoms. 


Half of the patients who were symptom-free were 
still keeping to some sort of low-residue diet or taking 
a mucilage, or both—in some instances for many years 
since they last had symptoms. Some patients had found 
that a departure from their diet resulted in a return of 
symptoms, but in many it was merely due to a fear of 
departing from a regime on which they had become 
symptom-free. 


Sigmoidoscopic Appearances 

Of the 65 patients who were interviewed, sigmoid- 
oscopy was carried out in 62. The examination was 
impossible in one patient on account of an anal stricture 
which was thought to be due to complete perineal tear 
at previous childbirth and not to colitis. In ome case 
the examination was not carried out on account of 
pregnancy, and in a third it was declined. 

The findings on sigmoidoscopy in relation to the 
presence of symptoms or to the duration of freedom 
from symptoms are shown for the different types of 
disease in the accompanying diagram. None of the 
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OURATION OF FREEDOM FROM SYMPTOMS SYMPTOMS 
Relationship of clinical state to sigmoidoscopic appearances. 


patients at the time of follow-up had a severely inflamed 
mucosa, and the appearances have been classified into 
normal and three categories of abnormality. When the 
mucosa was granular, with the absence of visible vessels, 
but either of a normal colour or very slightly redder 
than normal, the appearance has been called 
“ quiescent.” In the presence of granularity with 
definite reddening and some degree of friability, but 
without ulceration or an obviously juicy oedematous 
appearance, it was labelled “slightly active.” The 
mucosa was called “ moderately active ” when it showed 
a frankly oedematous appearance with more marked 
friability and reddening, sometimes with occasional 
superficial ulcers. In only two cases were a few small 
pseudopolyps seen in the rectum and lower sigmoid, 
but we have taken the mucosal appearance itself as the 
guide in this classification of activity. 

The point of interest which emerges from the 
diagram is the large number of patients who showed 
an abnormal although quiescent appearance of the 
mucosa and who had been free of symptoms for long 
periods, in one instance for seven years. It is appreciated 
that the sigmoidoscopic appearance of the rectum and 
lower sigmoid may not reflect what is happening higher 
in the colon, but all of these patients previously had 
involvement in this region. The patient with moderate 
symptoms and a “quiescent” appearance of the 
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mucosa is a highly nervous subject whose symptoms 
have always been out of proportion to the severity of 
her disease. 
Colonic Mucosal Biopsy 

A biopsy was obtained from the region of the 
rectesigmoid junction with the instrument described 
above. The size of the specimen varied from 0.3 by 
0.2 by 0.2 cm. to 0.1 by 0.1 by 0.1 cm. This seemed 
to depend to some extent on the normality or otherwise 
of the mucosa. A larger amount of normal mucosa 
than of oedematous and more rigid mucosa tended to 
be drawn into the hole in the instrument. As a general 
rule bleeding from the biopsy site was either absent or 
negligible, but in one patient bleeding was troublesome 
and necessitated admission to hospital for observation. 
Out of a total of approximately 300 biopsies done with 
this instrument for other purposes, there have been only 
two cases of appreciable bleeding, one of which 
necessitated transfusion. 


The specimen obtained was satisfactory for histo- 
logical examination in all but the three instances 
discussed later. There is no reason to suppose that this 
method of taking the specimen produces any appreciable 
distortion of the histological appearance or that the 
histology of the specimens differs from that of those 
taken with biopsy forceps, as in the study of Lumb and 
Protheroe (1955). 


We have not carried out a series of mucosal biopsies 
on normal controls, but in 10 cases of nervous diarrhoea 
or “ mucous colitis ” a biopsy taken with this instrument 
has shown histological appearances which were normal 
in all respects. 


The three points which have been taken as criteria of 
abnormality in the mucosa are, firstly, abnormalities of 
glandular pattern ; secondly, the presence of an excess 
of chronic inflammatory cells ; and, thirdly, the presence 
of neutrophil polymorphonuclear leucocytes. We have 
not considered oedema of the lamina propria, evidence 
of hyperaemia, or the presence of micro-abscesses, 
except in so far as the latter are included under the 
finding of polymorphonuclear leucocytes. It has not 
been possible to comment on changes deep to the 


TasLe V.—Relationship of Clinical State, Sigmoidoscopic 
Appearances, and Histological Findings 
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© *Two of these specimens were inadequate for assessment of glandular 
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mucosa, as more than a small amount of submucosa is 
only rarely present in the specimen. 


The glandular changes found included a widening, 
irregularity, forking, or clubbing of the glands, which 
may appear sparse in number. A few plasma cells, 
lymphocytes, and monocytes are always present in the 
mucosa, but an excess was noted. The presence of more 
than a very occasional neutrophil polymorphonuclear 
leucocyte around the glands was taken as being 
abnormal. 

The presence of histological abnormalities in relation 
to the sigmoidoscopic signs, and the presence or absence 
of symptoms, is shown in Table V. In three instances 
the biopsy specimens were inadequate in size for an 
assessment of the glandular pattern to be made. All 
three were obviously abnormal in showing a large excess 
of chronic inflammatory cells. 

Of the 62 cases, 14 (23%) showed a normal histologi- 
cal appearance of the mucosa and 48 (77%) an 
abnormal. In those with symptoms, 18 biopsies were 
abnormal and one was normal. The discrepancy in 
this latter case, where the patient had proctosigmoiditis 
with definite symptoms, may have been due to the fact 
that the changes were much more marked in the lower- 
most 2 to 3 in. (5 to 7.5 cm.) of the rectum than they 
were at the site from which the biopsy was taken at 
the rectosigmoid junction, although the mucosa did look 
abnormal at this site. 

Of the patients who had been free of symptoms for 
six months or less, 14 out of 17 (82%) still showed an 
abnormal mucosal histology, whereas in those who had 
had no symptoms for more than six months, 16 of the 
26 (62%) had persistent histological change. Of six who 
had been free of symptoms for four or more years, 
three had an abnormal and three a normal mucosa. 

During the period of up to 6 months from the last 
symptoms a high proportion of cases have an abnormal 
mucosa. After this period there does not, on the figures 
available, seem to be any correlation between the 
duration of freedom from symptoms and _ the 
disappearance of mucosal histological abnormality. 
Apart from the time interval, the other two possible 
factors to which the persistence of histological change 
may be related are the actual duration for which the 
patient had active disease and its severity. 

The difficulty of assessing accurately the duration of 
active disease has already been mentioned. So far, 
however, as this has been possible, there did not appear 
to be any correlation between the time for which the 
disease had been active and the persistence of mucosal 
abnormality after an interval of freedom from symptoms 
of six months. The exception to this was that two 
patients who had had only one attack lasting about 
three months in each instance had made a complete 
histological recovery. In the remaining eight of the ten 
patients who had a normal mucosa the duration of 
active disease was not significantly different from that 
in 16 patients in whom histological abnormality had 
persisted, after freedom from symptoms for six months. 

On the other hand, among patients in whom the 
mucosa had remained abnormal there was a high pro- 
portion who had had severe or moderate disease. Of 
the 10 cases with a normal mucosa seven were classified 
as mild ; eight of the 10 had proctosigmoiditis, and each 
of the remaining two had had only one attack of colitis. 
Of the cases with persistent histological change, nine 
had been classified as moderate or severe and seven as 
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mild. In this group of 16 patients, 11 had proctosig- 
moiditis, including the 7 mild cases. 

We cannot say whether any of the cases with a normal 
mucosa would have been found to show abnormality 
had more specimens been taken, and, particularly in 
cases of recovered proctosigmoiditis, whether some 
abnormality might have been shown had a specimen 
been taken from lower down, where perhaps the disease 
had been more severe. It may be that more patients 
symptom-free after this disease have a persistently 
abnormal mucosa than would appear from our figures. 

With three exceptions the glandular pattern was 
abnormal where there was any other abnormality in 
the biopsy specimen, excluding from consideration the 
biopsies where the specimen was of insufficient size for 
us to estimate this feature. In 12 patients an abnormal 
glandular pattern was the only deviation from normal 
in the biopsy specimen. An abnormal glandular pattern 
may be the only change that persists, and in a third of 
those patients who had been free of symptoms for more 
than two years, but whose mucosae were still abnormal, 
this was in fact the only change. 


Correlation of Sigmoidoscopic and Histological Appearances 

The relation between the sigmoidoscopic appearances 
and the mucosal biopsy changes are shown in Table VI. 
The fact that in some instances the histology of the 
mucosa is. abnormal when the sigmoidoscopic appear- 
ances are normal is of considerable interest, but not 
surprising. Conversely, however, the presence of an 
abnormal-looking mucosa with normal histology is 
more difficult to understand. The mucosa of one patient 
described as “slightly active” on sigmoidoscopy in 
which histology proved to be normal has already been 
mentioned, and it is thought that the specimen may 
have been taken above an undoubtedly active proctitis. 
The three patients whose mucosa was thought to be 
abnormal but quiescent on sigmoidoscopy, and in whom 
the histology was normal, showed slight but definite 
changes identical with those in many others in whom 
the histology was abnormal. The reason for this 
discrepancy between the sigmoidoscopic and the histo- 
logical findings in these three cases is not clear, and is 
discussed later. 


TasLe VI.—Correlation of Histological and Sigmoidoscopic 
Appearances 
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Three abnormal specimens were insufficient in size to assess the glandular 
pattern. In the remaining abnormal biopsies an abnormal glandular pattern 
was present, with the exception of three other specimens where the presence 
of inflammatory cells was the only abnormality. 


Discussion 


Any comparison of the outcome in different reported 
series of cases of ulcerative colitis is made difficult, if 
not impossible, by the fact that the duration, severity, 
and type of case are often not described in detail. It 
seems probable that our series includes a greater pro- 
portion of milder cases than most other reported series. 





Rice-Oxley and Truelove (1950) make the point that the 
highest mortality occurs in the first attack. It follows, 
therefore, that the more cases in a series which are first 
seen after their first attack, the better is the. overall 
outcome likely to be. In our series, 25 patients were 
seen during the period of six months after the first onset 
of symptoms and a further 22 when symptoms had been 
present for between 6 and 18 months. The remaining 
47 had their first symptoms at any time from 18 months 
to 25 years before they were seen by us. Viewed from 
this aspect also, it would seem likely that our series 
includes a higher proportion of milder cases. However. 
this survey is not intended to assess the prognosis in 
ulcerative colitis, as its main interest lies in the 
persistence of colonic mucosal abnormalities in the 
presence of clinical recovery. 

Slaney and Brooke (1959) reviewed the literature and 
reported their own experience of the incidence of 
carcinoma of the colon in association with ulcerative 
colitis. It is perhaps surprising that only one case of 
carcinoma, that of a 26-year-old man with an eight- 
year history of total colitis, has been found in our 
series, which includes many patients with a long history. 
There were 33 patients in whom the duration of disease 
at the time of follow-up was over 10 years, and 15 of 
these had total colitis. Of these 15 patients three had 
had the condition for over 30 years, one for over 20 
years, four for between 15 and 20 years, and seven for 
10 to 15 years. 


Colonic mucosal biopsy with the instrument described 
has proved a satisfactory method of obtaining a specimen 
adequate for histological study in practically all 
instances. The appearance of an excessive number of 
chronic inflammatory cells, and of more than occasional 
polymorphonuclear leucocytes, are obvious abnormali- 
ties about which there are rarely difficulties in 
interpretation. The assessment of an abnormal glandular 
pattern is, however, occasionally more difficult. The 
glands may show widening, irregularity, forking, and 
clubbing, and they frequently appear to be sparser than 
normal. A study of glandular size has been made by 
Dr. G. K. S. Roberts (personal communication) mainly 
on our material, and is to be published shortly. It seems 
that there is almost always an increase in the external 
diameter, and in the diameter of the lumen, of the glands 
in cases of ulcerative colitis, both in an active and in a 
quiescent phase. 


The significance of this disturbance of glandular 
pattern and size is not known. Where there has been 
more severe disease with extensive shedding of the 
mucosa, with inflammation and subsequent fibrosis of 
the submucosa, a thin regenerated layer of mucous 
membrane with very sparse “stumpy” glands may be 
seen. This appearance is very different from the 
abnormal glandular pattern, discussed above, seen in 
the milder case, in which it is thought that only super- 
ficial ulceration of the mucosa has occurred. Why the 
glandular pattern assumes this abnormal form is not 
clear, but it was the most constant change in our cases. 
Whether it is the result of superficial ulceration and 
inflammation, or whether it represents some special 
reaction peculiar to this disease, is not known. 

In patients with symptoms there was good correlation 
between sigmoidoscopic and histological findings ; only 
one patient, discussed earlier, whose mucosa was 
sigmoidoscopically abnormal had normal histological 
appearances. Half of the patients with symptoms 
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showed active inflammation, as indicated by the presence 
of polymorphs in the mucosa. 

In patients who had been without symptoms for six 
or less months, the great majority, 14 out of 17, had an 
abnormal mucosa histologically, and in 13 of these it 
also appeared abnormal on sigmoidoscopy. However, 
the patients without symptoms for more than six months 
were different. About one-half showed a normal appear- 
ance by sigmoidoscopy and the other half abnormal, 
but of the 15 cases whose appearances were normal 
eight had an abnormal mucosa microscopically. This 
finding emphasizes the value of histological examination 
in ascertaining whether the mucosa has returned to 
normal, and indicates the value, on occasion, of mucosal 
biopsy in retrospective diagnosis. 

Conversely, the finding of normal mucosal histology 
in patients who were judged to be sigmoidoscopically 
abnormal was surprising. The three possible explana- 
tions of this anomaly are erroneous interpretation of 
sigmoidoscopic appearances, unrepresentative biopsy 
specimens, and the possibility that some of the 
macroscopic changes regarded as being indicative of 
mild quiescent colitis might have been the result of 
disturbances which were not microscopically apparent. 
The reddening of the mucosa and the disappearance of 
the normally visible larger vessels are due to hyperaemia 
and oedema, both of which may be difficult to interpret 
on a small specimen, and neither change is considered 
in our criteria of histological abnormality. The cause 
of mucosal granularity, the most characteristic change 
of all, remains obscure. 

In patients who have symptoms the mucosa is nearly 
always histologically abnormal, and during the six 
months after the cessation of symptoms a high propor- 
tion of cases still have an abnormal mucosa. After this 
period, about half’ the patients still show histological 
abnormality. There was no difference between the 
proportion of cases with an abnormal mucosa among 
those free of symptoms from six months to two years 
compared with those who had been free for over two 
years. With the passage of time after the first six 
months, we suspect that there is no increase in the 
proportion of cases in which the mucosa reverts to 
normal. Our figures suggest this, but the numbers are 
too small to draw any significant conclusion. 


Summary 


A series of 94 unselected cases of ulcerative colitis 
have been followed up after a period of 5 to 10 years. 

Five patients had died either directly or indirectly 
from the disease, and five from other causes. Eight 
patients still under observation were alive and well but 
had been treated by ileostomy and colectomy. 

Of the remaining patients, who had been treated 
medically, 55 were free of symptoms, 19 were having 
symptoms, and one could not be traced. 

Sigmoidoscopy and colonic mucosal biopsy were 
carried out in 62 patients. In patients with symptoms, 
sigmoidoscopy was always abnormal and the histology 
almost always so. In those free of symptoms for six 
or less months, a high proportion had an abnormal 
mucosa, on both naked-eye and microscopical examina- 
tion. Less than half the patients who had been 
symptom-free for over six months showed an abnormal 
sigmoidoscopic appearance, but a greater proportion 
had histological abnormality. Of 19 symptom-free 


patients in whom sigmoidoscopy was normal nine had 
an abnormal mucosa microscopically. 


Apart from the grossly disorganized glandular pattern 
found in the regenerated mucosa of severe cases, an 
abnormal glandular pattern is frequently seen in milder 
cases of ulcerative colitis and may be the only 
abnormality which persists. 

Histological abnormality may persist, with or without 
an abnormal sigmoidoscopic appearance, for many 
years, perhaps indefinitely, in patients who have 
apparently recovered from ulcerative colitis. 


We are grateful to Drs. A. M. Barrett and G. K. S. 
Roberts for much help and advice on the pathological 
aspects of this study. We thank the physicians and surgeons 
of Addenbrooke’s Hospital for referring cases of ulcerative 
colitis to us. 
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INTRARECTAL TREATMENT OF 100 


‘CASES OF ULCERATIVE COLITIS WITH 


PREDNISOLONE-21-PHOSPHATE 
ENEMATA 


BY 


S. G. FLAVELL MATTS, M.B., Ch.B., M.R.C.P.Ed. 


Senior Medical Registrar, The Royal Hospital, 
Wolverhampton 


Ulcerative colitis is a disease for which many and varied 
treatments have been tried. Intrarectal injections as an 
aid to therapy were first suggested by Hurst (1921), but 
met with little success at that time. A slow-drip method 
of giving these solutions was first mentioned by Martin 
(1925), but his variation of intrarectal treatment was 
equally unsuccessful. It was not until the work of 
Truelove (1956, 1957) and Watkinson (1958) that the 
slow-drip method .of intrarectal therapy was really 
shown to be effective. The active agent that Truelove 
infused was a solution of freshly prepared hydrocorti- 
sone hemisuccinate, and this method was found to be 
valuable. However, its rather complicated nature 
appeared to delay its general adoption into the treatment 
of the disease, especially in out-patients (Lennard-Jones 
et al., 1960). 

Recently a more simple method of giving intrarectal 
therapy has been described (Matts, 1960a, 1960b). The 
active agent here infused was a solution of prednisolone- 
21-phosphate. As the results of using this appeared 
encouraging, further work on the subject was justified. 
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Present Investigation 


This investigation was undertaken to gain experience 
of the method of treatment and to apply it to a wide 
range of cases of ulcerative colitis. The patients were 
completely unselected, the only criterion being that their 
condition was deteriorating owing to a flare-up of acute 
or subacute ulcerative colitis. They had all been 
diagnosed as suffering from ulcerative colitis on the 
history, sigmoidoscopic findings, and barium-enema 
examination (which also determined the extent of the 
disease in the bowel). If they were already on treatment, 
this was continued unchanged, in addition to the 
enemata. The patients were assessed immediately before 
beginning the prednisolone enemata and immediately 
after stopping them. They were later reviewed at. three, 
six, and nine months to check on their progress after 
cessation of prednisolone enemata therapy. 


The method of assessment was mainly clinical, the 
following factors being carefully considered: the general 
feeling of the patient; appetite ; sense of well-being ; 
condition of the psyche so far as depression, elation, or 
mental activity was concerned; energy; presence or 
absence of abdominal pain; number of bowel actions 
daily ; condition of stools ; presence or absence of blood 
and excess mucus. In addition, sigmoidoscopic exami- 
nation was undertaken and the haemoglobin level and 
erythrocyte sedimentation rate were determined. 


The method of treatment was initially that described 
in the previous trial (Matts, 1960a). This consisted of the 
same technique as before, using the filled enema bag and 
the solution tablet. Later on, when a stable solution of 
prednisolone-21-phosphate became available, this was 
used in the redesigned bag, each bag still containing the 
equivalent of 20 mg. of prednisolone. The patients 
were then given a sheet of instructions as follows: 


COLITIS CLINIC 
PREDNISOLONE-21-PHOSPHATE ENEMATA 
METHOD OF APPLYING TREATMENT 


Every night, when preparing for bed, take out one filled 
enema bag. 

When ready, go to bed and lie on the left side with 
knees drawn up; then remove the stopper of the bag and 
lubricate the nozzle with petroleum jelly. 


Gently insert the nozzle into the rectum (about half 
the nozzle should be inserted). Slowly roll up the bag 
‘like a tube of toothpaste and the solution will be 
gradually introduced into the rectum (one to two 
minutes). 

When all the solution has been introduced, remove 
and discard the bag (being careful that the fluid does not 
siphon back into the bag before removal). 

Roll over on to the abdomen for three to five minutes 
and then go to sleep in any comfortable position. 


The treatment is to be carried out nightly or as 
directed. 


The normal course of treatment is four weeks. 


When necessary, any questions were answered, and 
if the method was not quite clear it was demonstrated to 
the patient. It was found, however, that with a very 
brief explanation plus the written sheet of instructions 
nearly all the patients were able to grasp the simplified 
method in less than five minutes and carry it out 
correctly at home. This constituted a considerable step 
forward in time-saving and ease of starting the patients 
on the local prednisolone-21-phosphate therapy. 

The duration of treatment was variable. It was found 
that in most cases an initial course of 28 days gave the 
best results; therefore this was the minimum course 
advised. In a few cases treatment was continued for 


up to four months with interesting results (see case 
histories). 

On completion of therapy patients were given a 
reserve supply of 14 filled enema bags and advised to 
Start using these immediately a relapse occurred and 
to come up to the clinic as soon as possible afterwards. 
Very few needed to use these, as will be seen from the 
results, but when they did the response was dramatic. 
This meant that by the time they came up to the clinic 
they were already greatly improved. This seemed to 
result in the relapses being of a minor nature and easily 
checked. I believe this to be an extremely important 
point, and suggest that, if local therapy is begun 
immediately a relapse occurs, then it will be checked 
and progression of the disease may be arrested. It may 
be found that, by having a portable method of local 
therapy immediately available, the patients can, by early 
self-treatment, prevent severe relapses. Further, one 
could conceive that in some cases this early treatment 
by suppressing the inflammation may prevent irre- 
versible colonic changes occurring and may in time 
reduce the number of patients ultimately requiring 
surgery. This is already supported by the decreasing 
number of patients having severe symptoms among 
those attending the colitis clinic during the period it 
has been functioning. 


Another important feature of the early therapy is 
that by arresting the relapse it reduces the patient’s 
incapacity, increases his yearly working-time, and 
reduces hospital admissions. All three factors have 
important financial implications irrespective of the 
saving of suffering on the part of the patient. 


Results 


Improvement was obtained in 88 of the 100 cases 
treated. Among these 88, no relapse occurred for three 
months in 78, for six months in 70, and for nine months 
in 66. Further details are as follows. 


Breakdown of Therapy in Cases Treated 
On pretalacions-3\-eeasine enemata only “ 56 


»» enemata plus prednisolone disodium phosphate suppositories i 8 
” ” », sulphasalazine ; re 16 
” ” »» systemic corticoids D 20 


Extent of Disease in All Cases (Judged Radioloial) 


Generalized throughout large bone ie 20 
Left side of colon only 3 j ‘e. +4 ai 44 
Sigmoid colon and rectum only’ . Be by 5d ad ‘3 36 


Cases Improved in Each Group of Extent of Disease 


Generalized through large bowel . 13 mcr wees out of 20 
Left side of colon only a of ahd 43 ee 
Sigmoid colon and rectum only re my) “es 32 pa ae ae 


Possible Reasons for Failure to Improve 


Generalized disease involving small bowel also . . 

» throughout large bowel 
Stricture present id 
Mechanical difficulty in in administering therapy — 
— iw ys bs 
Unknown ix 


=NN=eN 


Case 1 


Woman aged 36. Long history of ulcerative colitis ; 
subject to frequent relapses necessitating hospital admission. 
Had been treated in hospital with hydrocortisone rectal 
drips but was unable to carry out this treatment herself 
at home. Sent into hospital again with relapse: bowels 
open 15 times daily ; much blood in loose watery motions. 
Haemoglobin, 74%. E.S.R., 50 mm./hour. Sigmoidoscopy : 
Ulcerated bleeding rectal mucosa. Barium-enema examina- 
tion: Narrowing of left side of colon with ulcerative 
mucosal changes. Put on prednisolone enemata and sent 
home after two days (usual length of hospital stay, two 
weeks minimum) to continue therapy for one month. 
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Review after one month’s therapy showed the following 
results. Bowel action down to twice daily, formed motion, 
no blood. Haemoglobin, 88%; E.S.R., 12 mm./hour. 
Sigmoidoscopy: Slight granular rectal mucosa, no ulceration 
or bleeding. 

Case 2 


Man aged 40. Six-year history of ulcerative colitis. 
Subject to severe relapses. Had been on systemic prednis- 
one for past 12 months. Recent relapse, bowels open 20 
times (or more) daily, with much blood. Haemoglobin, 
52%. E.S.R., 60 mm./hour. Sigmoidoscopy: Grossly 
ulcerated bleeding mucosa in rectum and lower sigmoid. 
Barium-enema examination: Generalized mucosal changes 
with narrowing and loss of haustration throughout colon ; 
? filling defect in caecum. 

In view of this, operative intervention was advised, but the 
patient declined and asked to be referred to the Central 
Middlesex Hospital for further opinion. This was done, 
and similar advice was given there. Patient again refused 
operation, and, in an endeavour to help him, long-term 
prednisolone enemata therapy was added to his previous 
treatment (systemic prednisone). Improvement was gradual, 
but four months later had become dramatic. Bowels open 
once or twice daily ; no blood. Haemoglobin, 89%. E.S.R.., 
14 mm./hour. Sigmoidoscopy: Granular mucosa; no 
bleeding or ulceration. Barium-enema examination: Haustra- 
tions returned to right half of colon; left side still shows 
slight narrowing and reduced haustrations ; no sign of filling 
defect previously noted. 

This case is of particular interest because of the reversal 
of radiological changes. It is reasonably certain that the 
best course would have been operative intervention ; but, 
failing this, local treatment produced a great improvement, 
which more than justified its use. 


Case 3 


Woman aged 44. Ulcerative colitis for four and a half 
years. Gradual recent deterioration ; treated with systemic 
corticoids with little improvement. Admitted to hospital. 


Bowels open nine times daily ; bloody diarrhoea. Haemo- * 


globin, 55%. E.S.R., 44 mm./hour. Sigmoidoscopy: 
Ulcerated bleeding mucosa in rectum. Barium-enema 
examination: Loss of haustration in transverse and 
descending colon; gross mucosal ulceration in whole colon 
with much undermining of mucous membrane (see Fig. 1). 
Operation was advised in view of the severity of symptoms 
and signs. This was declined by the patient, and, in view 


of the previous experience with Case 2, long-term pred- 
nisolone enemata were started. 

Improvement was slow at first, but by three months it 
had become striking. Bowels open once daily ; no blood. 
Haemoglobin, 94%. E.S.R., 7 mm./hour. Sigmoidoscopy: 
Normal appearances. Barium-enema examination: Normal 
haustrations of ascending and transverse colon; loss of 
haustration in descending colon, most marked at lower end ; 
minimal mucosal changes of ulcerative colitis present in 
sigmoid colon (see Fig. 2). 

This case again shows slow but marked reversal of changes 
of ulcerative colitis with local therapy. Again surgery 
would probably have been best; but, failing this, local 
therapy has produced a good response. 


Discussion 


Local tréatment of ulcerative colitis with prednisolone- 
21-phosphate enemata had been shown to be of value 
in the earlier trial. This more extensive trial has 
confirmed its value. Of greater importance, its wide 
application to the field of therapeutics in ulcerative 
colitis has been demonstrated. The method has been 
further simplified and made more portable. The amount 
of time needed for explanation of its use has been cut 
down and the time taken by the patient to administer 
therapy has also been shortened. 


The safety of the method in general has been proved 
by the lack of complications of therapy in use. It can 
be easily combined with other methods of treatment, as 
has been done in this trial. Fairly long courses of 
treatment are recommended, but the expense of these is 
more than justified by the saving of hospital admissions 
and the shortening of the period in which the patient is 
incapacitated from work, and by the saving of pain and 
discomfort. 


The prednisolone enemata are easy to dispense and 
use, and the fact that the patient can have a reserve 
supply for immediate early treatment of relapse is 
important. The full value of early treatment cannot be 
finally proved for several years, but already there are 
indications of its value in reducing permanent damage to 
the bowel in relapses of ulcerative colitis. In some cases 
radiological changes of ulcerative colitis in the bowel 
may be reversed by local treatment. 





Fro, 1 


Fic. 2 


Fic. 1—Case 3. Radiological appearance of colon before treatment with prednisolone enemata. Fic. 2.—Case 3. Radiological 
appearance after prednisolone treatment. 
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This method of therapy is particularly valuable for 
out-patients, and most of the patients in this series were 
treated as such. 


The results obtained in this series (88% initial 
improvement) were maintained by most of the patients 
over a nine-mcnths period. In those cases in which 
relapses did occur they were slight and easily controlled 
by further local treatment. No deaths occurred in this 
series. These results compare favourably with the 
experience of others with local therapy (Truelove, 1956, 
1957, 1958 ; Watkinson, 1958). 


Corticosteroid therapy has many disadvantages whee 
given systemically. Among these are the insidious onset 
of infection (British Medical Journal, 1954; Stevens, 
1960), acute adrenal insufficiency in response to sudden 
stress (Lancet, 1957), and other multiple possible dangers 
(corticoid psychosis, osteoporosis, perforation of peptic 
ulcer, etc.). Local corticosteroid therapy, however, 
carries none of these risks and, so far, no complications 
have been reported following its use. 


If systemic corticoid therapy is to be used in ulcerative 
colitis, then the co-employment of local steroids enables 
a smaller dosage to be given and thus reduces the 
dangers. 

Summary 


One hundred cases of ulcerative colitis were treated 
with prednisolone-21-phosphate enemata. The results on 
the whole are good, an 88% improvement rate being 
obtained initially. A follow-up for nine months after 
therapy is reported. 


The patient should have a reserve supply of treatment 
for immediate use in a relapse. 


Very long courses of treatment have been found of 
value in certain cases. 


I thank Dr. J. M. Naish especially for his help and 
guidance. I also thank all the physicians and surgeons of 
Bristol who kindly allowed their patients to take part in the 
trial, and Dr. P. A. Thorn and Dr. J. V. S. A. Davies, of 
the Royal Hospital, Wolverhampton. Messrs. Glaxo 
Laboratories kindly made available generous supplies of the 
stabilized aqueous solution of prednisolone phosphate in 
plastic disposable enema bags. 
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“The National Spastics Society’s projects for 1961 include 
the construction of the first purpose-built secondary school 
in Britain for spastic children and a centre for spastics who 
require special education. Work will be started on building 
our sheltered workshop in Birmingham for 120 spastics 
regarded as unemployable in open industry, and we hope 
to finalize the site for a similar project in the south of 
England. In addition, major extensions and alterations to 
improve facilities at nine of our schools and centres will 
be carried out. Early in the New Year we shall be taking 
the first steps in providing a staff training centre, where 
expert advice will be given to those who look after and 
teach spastics. Altogether £800,000 will be spent on building 
programmes during the coming year.” (Dr. C. P. Stevens, 
director, National Spastics Society.) 


DEPRESSION TREATED WITH 
IMIPRAMINE: A FOLLOW-UP STUDY 


BY 


L. G. KILOH, M.D., M.R.C.P., D.P.M. 


Reader, Department of Psychological Medicine, 
University of Durham 


AND 


J. R. B. BALL, M.B., B.S., D.P.M. 


Senior Registrar, Department of Psychological Medicine, 
Royal Victoria Infirmary, Newcastle upon Tyne 


A controlled trial of imipramine (“tofranil”’) in the 
treatment of out-patients suffering from depressive 
states was reported by Ball and Kiloh (1959). It was 
found, when assessed after a period of four weeks, that 
74% of the cases of endogenous depression showed a 
good response to imipramine as compared with 22% 
of the cases receiving placebo. In reactive depression 
a similar degree of improvement was obtained in 59% 
of the patients on imipramine as compared with 20% 
given placebo. 

It was stated that many of the patients who failed to 
respond to their initial treatment were given the alterna- 
tive tablets. This constituted a cross-over experiment 
within the main trial. Furthermore, the view was 
expressed that a follow-up study of the trial cases to 
provide a longer-term assessment of the effects of 
treatment might be of value. 

An extensive literature now exists concerning imipra- 
mine, but controlled studies of its effects are still scanty. 
Up to May, 1960, only three papers have been traced 
describing investigations in which some attempt has 
been made at control. One of these (Sloane et al., 1959) 
involved only 12 patients and was abandoned after two 
weeks. A partially controlled trial was reported by 
Lehmann et al. (1958). Eighty-four patients were 
treated, 51 of whom suffered from endogenous depres- 
sion. After the first 42 patients had been collected 
and treatment was in progress, it was decided to subject 
these to a double-blind procedure. One-half continued 
to take imipramine and the other half were given 
placebo tablets. Assessments were made after two 
weeks. Of the 21 patients on placebo, 10 became worse, 
whilst of the 21 patients remaining on imipramine 3 
relapsed. The difference was accepted as significant 
statistically. All 10 patients who relapsed on placebo 
improved within two weeks when imipramine was 
substituted. 

Leyberg and Denmark (1959), as a prelude to a full- 
scale trial of imipramine, conducted a _ controlled 
cross-over study of its effects on 20 long-term hospitalized 
cases of endogenous depression. For two weeks half 
the patients were given imipramine and half placebo. 
In the second two weeks the procedure was reversed. 
The results were regarded as encouraging. 

None of these studies can be accepted as adequately 
controlled. 


Cross-over Study 


Endogenous Depression.—Of the original placebo 
group, 17 cases .were subsequently given imipramine, 
and eight of these showed a satisfactory response within 
four weeks. 27 cases were treated initia!ly with imipra- 
mine, and five of the seven which failed to respond 
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were later given placebo. 
response. 

Reactive Depression.—15 of the original placebo 
group were subsequently given imipramine. Of these, 
six made a good response. Of the 22 cases treated 
initially with imipramine, five of the failures were given 
placebo as a second line of treatment. None of these 
made any response. 

The trends shown in these figures are what might be 
expected from the results of the original trial. The 
numbers involved are too small to evaluate statistically. 


Follow-up Study of Trial Cases at Six Months 

Altogether 97 cases were included in the trial. With 
two exceptions all were followed up. Both defaulters 
were treated originally with placebo, one improving, 
the other making no response. A third patient died 
after being on the trial for three months. Initially he 
was given placebo without effect, and this was followed 
by a course of E.C.T. which produced considerable 
benefit. He remained well during the subsequent four 
weeks but died suddenly as the result of a myocardial 
infarct. All these cases are rated as failures at six 
months. 

Endogenous Depression.—After six months most of 
the patients that had done well with imipramine 
remained well. Of the 55 cases of endogenous depres- 
sion included in the trial 44 were given imipramine, 
either as a first line of treatment or after a period on 
placebo. 29 (66%) of these showed a good initial 
response. This figure includes one patient, originally 
reported as a failure, who made a delayed but sustained 
response, improvement beginning after six weeks on the 
drug. After six months 21 (48%) of the 44 cases 
remained well. Of the eight relapsed cases four had 
ceased to take the drug after five to six weeks because 


None of these showed any 


of side-effects. The other four cases were still taking: 


imipramine (100 mg. daily) at the time of relapse. 

Reactive Depression.—Similarly, most of the cases 
of reactive depression responding to imipramine con- 
tinued to do well after six months. Of a total of 37 
cases given imipramine 20 (54%) showed a good initial 
response. This includes one case, originally classed as 
a failure, that began to improve after five weeks. 15 
(41%) remained well at six months. Of the five cases 
which relapsed, two ceased to take the drug at six 
weeks because’ of side-effects; in one the drug was 
stopped at 10 weeks, and the other two relapsed while 
still taking imipramine. 

Although on the whole the results of treatment with 
imipramine were well maintained, of the 49 cases of 
reactive and endogenous depression that responded 
initially to the drug, 13 relapsed during the six months 
of observation. Of these, seven ceased to take the 
drug prior to relapse, and it seems likely that this was 
the cause of failure in these cases. In some of the 
others it may well be that the maintenance dose was 
inadequate. The possibility also exists that some of 
these patients were not taking their tablets. Never- 
theless, making allowance for all these possibilities, it 
does appear that the occasional patient may make a 
good initial response to the drug, only to relapse while 
still taking what is apparently an adequate dosage. 
This fact emphasizes the need for close and continued 
supervision of all cases, particularly those who have 
entertained suicidal ideas. The fact that the initial 
response has been dramatic is no indication for relaxing 
surveillance of the patient. 


No group of patients treated with E.C.T. was included 
in this trial, but in a parallel investigation of the effects 
of iproniazid on endogenous depression (Kiloh ef al., 
1960) it was found that although 49 (94%) of a group 
of 52 cases showed a good immediate response to 
E.C.T., after six months, only 25 (48%) remained well. 
This may be compared with the figures for endogenous 
depression treated with imipramine. Out of 44 cases, 
29 (66%) showed a good initial response and at six 
months 21 (48%) remained well. Many of the relapses 
of the cases given E.C.T. occurred within two to three 
weeks of cessation of treatment, and the period of 
benefit could not be regarded as commensurate with 
the efforts involved in giving and receiving the course 
of treatment. The conclusion seems inescapable that 
when assessed at six months there is little to choose 
between the effects of E.C.T. and of imipramine. On 
the other hand, there is no certainty that the group of 
patients responding to E.C.T. is identical with that 
responding to the drug. There is evidence that some 
cases relapsing after E.C.T. may make a good response 
to one or other of the antidepressive drugs (Delay and 
Deniker, 1959), and the converse also appears to be 
true. 

Of the cases of endogenous depression that failed to 
respond to imipramine in this series, six were given 
E.C.T. Four showed a good immediate response, 
though one of these relapsed within two weeks, while 
the other two were unrelieved. Two cases had modified 
leucotomies, one doing well and the other badly. Six 
further cases were subsequently given courses of 
phenelzine (“ nardil”) and three of them made good 
responses. 


Duration of Treatment and Mainterance Dosage 


Little precise information is available as yet regarding 
the period of drug administration necessary to avoid 
relapse. Moore (1960) suggests that once optimal 
improvement has been obtained the dose should 
“ gradually be reduced for a period of a few weeks” 
and then stopped. This would seem to imply a duration 
of administration of three to four months, though some 
patients, he admits, require imipramine for periods of 
a year or longer. Ruskin and Goldner (1959), state 
that many patients are able to discontinue imipramine 
without relapse within six months, but others may 
require continuous medication for two years or more. 
In most of these as little as 25 mg. daily seems to be 
sufficient. 

In this trial some patients recovered after taking the 
drug for as little as four to eight weeks and have 
remained well up to the time of writing after periods 
of 8 to 14 months. On the other hand, several patients 
have taken the drug for a year or longer and any 
attempt at cessation is accompanied by a return of 
symptoms. Of 36 cases assessed as “well” at six 
months (and still well up to the time of writing), 15 
had ceased to take the drug but the remaining 21 
were still taking imipramine. In 11 of these imipramine 
was later discontinued without relapse after periods 
ranging from 7 to 11 months. The remaining 10 cases 
were still taking the drug after periods of 8 to 14 
months. The fall-out of patients whose treatment had 
been successfully terminated appeared to be roughly 
linear with time (see Table I). If all the cases are taken 
into consideration the average period of administration 
is about six months. There is no significant difference 
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in this respect between the endogenous and the reactive 
groups. It is probable that a number of cases might 
well have had their medication terminated earlier 
without ill effects. The linear relationship between 
improvement and duration of treatment in this series 











TABLE I 
; | 
Period of No, of Patients } No. of Patients 
Administration of Completing Still Taking 
Imipramine in Months Treatment Imipramine 
1 1 — 
2 3 -— 
3 3 | - 
4 3 -- 
5 2 | — 
6 3 } A 
7 1 — 
8 3 1 
9 2 | 3 
10 2 | 2 
il 3 -— 
i2 0 3 
13 0 _— 
14 0 1 


| | 
might be cited as evidence to support the suggestion of 
Post (1959) that imipramine controls the symptoms of 
the condition until its natural periodicity determines the 
end of the depressive illness. 

The maintenance dose employed varied from 75 to 
150 mg. daily, the great majority remaining well on 
100 mg. a day. In none of the patients receiving 
imipramine for prolonged periods was there any 
evidence of tolerance or addiction being established. 
The maintenance dose has remained low, though it 
might require some variation from time to time. This 
was also the experience of Ruskin and Goldner (1959). 








Relationship of Improvement to Gain in Weight 


Loss of weight represents an important feature of the 
clinical picture both of endogenous and of feactive 
depression, and it is not surprising, therefore, that 
improvement in the mental state should be reflected in 
gain of weight. 


Cases of endogenous depression remaining well at 
six months showed an average gain in weight of 34 Ib. 
(1.6 kg.), the change in weight varying from a loss of 
14 Ib. (6.4 kg.) to a gain of 14 lb. (6.4 kg.). The patient 
who lost 14 Ib. (6.4 kg.) in weight had in fact gained a 
similar amount during the course of his depressive 
illness, Cases that remained depressed at six months, 
including those that had relapsed, showed an average 
gain of } Ib. (113 g.), which in fact was contributed by 
a single patient who had put on 10 lb. (4.5 kg.). Among 
cases of reactive depression the changes were more 
striking, ranging in those that were well at six months 
from 0 to 42 lb. (19 kg.), with an average of 8 Ib. (3.6 
kg.). The gain among the failed cases was 2 Ib. (0.9 
kg.), this being contributed largely: by two patients, 
each of whom gained 14 lb. (6.4 kg.). 


Time of Beginning of Improvement and of 
Maximal Improvement 


There was no significant difference in these respects 
between the endogenous and the reactive groups. 


In endogenous depression clinical improvement began 
after periods of drug administration ranging from five 
days to six weeks, with a mean of 18 days. Maximal 
improvement occurred aiter the drug had been taken 
for periods varying from two to 12 weeks, with a mean 
of six weeks. 


In reactive depression, improvement was noted after 
periods of one to six weeks; with a mean of 18 days. 


Maximal improvement occurred after periods ranging 
from 14 to 24 weeks, with a mean of eight weeks. 

There appeared to be no relation between the time 
taken for the beginning of improvement and the time of 
maximal improvement. 

In many cases in this trial reported as not responding 
to imipramine the drug was stopped after four weeks. 
The results might have been a little better still had the 
period of administration been increased to six weeks 
in all cases. 

Side-effects 


In the original trial, 27 of 49 cases on imipramine 
reported side-effects of one kind or another, while 13 
of 48 cases given placebo also reported side-effects. In 
all these cases the complaints were made spontaneously 
and no attempts were made to elicit information, in 
case this suggested which of the two treatments the 
patient was receiving. During the follow-up period the 
question of side-effects was considered in more detail, 
and of the total of 81 patients who received imipramine 
at one time or another, 67 (83%) complained of side- 
effects. These are listed in order of frequency in 
Table II. 


TABLE II.—Side-effects 


Dry mouth : rs Geentians 2 
Sweating ry i, 4 26 Diarrhoea r 2 
Constipation .. ‘ > 19 Depersonaliza’ ation | 2 
Faintness or dizziness ei 16 Abdominal ae 1 
Nausea + vomiting ; 11 Grand mal 1 
Ss) ortremor .. ‘a 7 Blackouts 1 
Sleepiness ae “Zi , 7 Hypomania 1 
Malaise ‘ 6 Dyspnoea .. 1 
Difficulty in accommodati ion 6 Oedema of legs 1 
Unpleasant taste j 5 Pains in muscles 1 

in rash 5 Pruritus 1 
Weakness of legs 4 H a 1 
Flushi ‘se we 4 Anorexia <s 1 
Difficulty with micturition 3 Sleep disturbance 1 





Many patients had two or more side-effects, the 
combination of dry mouth and sweating being 
particularly common. In general there was a direct 
relationship between the intensity of the more common 
side-effects and the dose of imipramine. It must be 
stressed, particularly so far as some of the less-often 
described effects are concerned, that they may not have 
been due to the drug at all. Skin rashes, for instance, 


were urticarial in nature and with one exception dis- 


appeared without withdrawal of the drug. On the other 
hand, although hypomania occurred only once and 
only one patient developed an attack of grand mal, 
both these events were felt to have a close relationship 
to the drug administered. Several cases have been 
reported (Levene and Lascelles, 1959; Brooke and 
Weatherly, 1959; Moll, 1959) in which large doses of 
imipramine of the order of 1,000 to 5,000 mg. taken in 
suicidal attempts have given rise to attacks of grand 
mal ; and E.E.G. studies of epileptics given intravenous 
imipramine have shown that the drug potentiates focal 
and generalized spike or sharp-wave discharges (Kiloh 
et al., 1961). 

The patient who had a “‘ blackout” was a woman 
of 73. She fell and broke several ribs. It was felt that 
this was a hypotensive rather than an epileptic attack. 

No deaths directly attributable to therapeutic doses of 
imipramine have been published, and even after massive 
quantities have been taken in attempts to commit 
suicide, recovery is the rule. Only one recorded case 
has proved fatal. This was a girl of 19 years who died 
three and a half hours after taking 4,250 mg. of 
imipramine. She became deeply comatose, suffered 
generalized convulsions, and developed a right bundle- 
branch block (Michon et al., 1959). 
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Although the side-effects may be described as un- 
pleasant rather than dangerous they do represent a 
drawback to treatment with the drug. A number of 
patients find them intolerable, and considerable persua- 
sion is necessary on occasion to maintain the patient 
on the drug even though he miay have responded well 
as regards his depressive illness. 


Summary and Conclusions 


A six-months follow-up study of 97 patients included 
in a clinical trial of imipramine confirms that this drug 
is an effective method of treatment of both endogenous 
and reactive depression. 


A strict comparison with the effects of E.C.T. in 
endogenous depression was not carried out, but from 
figures obtained in another trial it is clear that the 
relapse rate among cases showing a good immediate 
response to E.C.T. is so high that after six months the 
effects of E.C.T. and of imipramine are of a similar 
order. 


It appears that even though the initial response to 
imipramine is dramatic and the maintenance dose 
seemingly adequate, relapse may occur in occasional 
cases. This seems most likely to occur within two 
months of the initial improvement. Regular surveillance 
of all -cases under treatment with imipramine is 
rendered all the more necessary because of this 
possibility. 

The duration of treatment with imipramine necessary 
to avoid relapse is very variable and is likely to be an 
individual matter. It may be related to the natural 
periodicity of depressive illness. The mean duration of 
treatment was about six months, with a range of one to 
more than 14 months. 


Although an initial daily dosage of 250 mg. was used, 
experience with patients not included in this trial 
suggests that 150 to 200 mg. of imipramine a day is 
sufficient in a substantial number of patients, but the 
larger amount is necessary in some. Once maximal 
improvement has been obtained the dose can be reduced 
to 75 to 100 mg. daily. In a few patients higher 
maintenance doses are necessary (150 to 200 mg.), and 
any attempt to reduce the dose below this level leads 
to a return of symptoms. 


In cases responding to imipramine, improvement 
occurred in five days to six weeks, with a mean of 18 
days. Maximal improvement was seen after periods 
of treatment varying from 14 to 24 weeks, the mean 
being seven weeks. There was no indication of why 
such large variations in the individual responses should 
exist. It is not possible to declare treatment with 
imipramine a failure unless it has been given for six 
weeks, though after three weeks the chances of success 
show a steady decline with the passage of time. It 
must be accepted that when the response to the drug 
is so protracted, unless the symptoms are relatively 
mild, the advantages of drug treatment over E.C.T. 
become questionable. for the latter form of treatment 
can be relied upon to provide speedy, though not 
necessarily permanent, relief of the patient’s symptoms. 

Side-effects were produced in 83% of patients treated 
with imipramine. These are seldom dangerous, but the 
discomfort engendered often leads to refusal by the 
patient to continue with treatment, even though the 
presenting symptoms have been relieved. The most 
serious side-effect seen in this trial, though the rarest, 
was an attack of grand mal. From experience with 


other patients it appears that some caution is necessary 
in giving imipramine to epileptics, and it may be 
necessary to increase the amount of anticonvulsant 
drugs. In patients known to have suffered from 
epilepsy in the past but no longer on medication, it 
would seem to be a wise precaution to cover the period 
of imipramine administration with anticonvulsants. An 
occasional patient in whom there is no history of fits 
may suffer one or more attacks of epilepsy while taking 
imipramine. 

We thank Professor Martin Roth for his interest and 
advice. We are also grateful to Geigy Pharmaceutical 
Company Ltd. for supplying the imipramine (tofranil), and 
in particular to Dr. Alan Broadhurst and Dr. T. E. Grant 
for ‘their help. 
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METHAQUALONE AS A HYPNOTIC 


BY 


T. W. PARSONS, M.B., Ch.B. 
AND 


T. J. THOMSON, M.B., F.R.F.P.S., M.R.C.P. 
From the Materia Medica Department, Glasgow University, 
and the Medical Wards, Stobhill General Hospital, Glasgow 


Methaqualone  (“ melsedin ” 2-methyl-3-o-tolyl-4- 
quinazolone hydrochloride) is a synthetic non-barbiturate 
hypnotic. Ravina (1959) reported on its value given 
as an oral dose of 150 mg.: in 54 out of 100 patients 
the hypnotic effect was superior to that of previously 
administered hypnotics; placebo tablets were not used 
in Ravina’s series. 

The present investigation was designed to assess 
the relative merits of methaqualone and a standard dose 
of cyclobarbitone ; an inert tablet was used as a control. 
The design of the trial was similar to that used by 
Thomson (1958). 


Method 


The patients were in general medical wards and 
presented the usual wide range of diseases ; there were 
79 women and 21 men, and their ages ranged from 32 
to 74 years. Only those who required hypnotic drugs 
were included in the trials. All other sedatives were 
withheld during the period of observation; when any 
patient developed a new symptom which in itself might 
have caused insomnia during a trial, he was excluded 
from the series. Three clinical trials were carried out 
using the same plan of investigation. The two drugs 
to be compared were dispensed as white sugar-coated 
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tablets identical in appearance. These were labelled 
A, B, C, or D, their content being unknown to the 
patients, the nurses, and the clinicians. 


Content of Tablets A, B, C, and D in the Trials 




















Trial 
ie. A B Cc D 
1 150 mg. Placebo 
methaq 
2 200 mg. 150 mg. 
cyclobarbitone methaqualone 
3 150 = 150 =. Placebo 200 mg. 
methaqualone methaqualone cyclobarbitorie 





The Table lists the contents of the tablets used in 
the three trials. If tablet A was given on the first night 
tablet B was prescribed on the second, and vice versa. 
To avoid bias the order of giving tablet A or B on the 
first of the two test nights was decided by random 
selection ; after mixing 20 labels marked A and 20 of 
B, the order in which they were drawn from a box 
was listed and this determined the order of administra- 
tion. In the second trial 43 patients were required to 
complete the study, and the order of administration of 
the test tablets in the last three patients was determined 
by the same method of random selection. The appro- 
priate tablet was given with a small draught of water 
at 10 p.m.—three hours after the evening meal. Each 
patient was informed that he was receiving “a sleeping 
tablet’; he was not told that a comparative study was 
in progress. In the morning after the second hypnotic 
one of us asked each patient, “On which of the two 
nights did you have the better sleep?” The question 
was framed with the deliberate intention of eliciting a 
comparison, and on each occasion the same form of 
words was used. 

The results were examined statistically by sequential 
analysis as described by Bross (1952). The cutstanding 
feature of this method is that observations are charted 
as soon as they become available. If we take Fig. 1 as 
an example, only a stated preference by the patient 
between A and B is plotted as X; if a patient answers 
the question by saying that there is “no difference” 
between the treatments, no entry is made on the chart. 
If the patient preferred tablet A, a mark X is placed 
in the square to the right of the last entry on the 
chart. If the preference is for B, a mark is placed on 
the square above the last entry. When the path of 
these symbols travels “east,” and emerges from the 
boxed area, treatment A is superior. If the data as 
plotted fall into the zone between the two boxed areas, 
this denotes “no important difference between treat- 
ments.” The clinical trial—to compare A and B—ends 
when the X path crosses any boundary of the boxed 
areas. 

Results 

The results are shown in Figs. 1 to 3, which should 
be read in conjunction with the Table. The first trial 
demonstrated that 150 mg. of methaqualone was 
superior to a placebo containing 90 mg. of starch, 
90 mg. of lactose, and 60 mg. of sucrose. In order to 
complete this study 28 patients were required, as 17 
stated a preference for tablet A and 11 “ no difference ” 
results were obtained. The second trial (Fig. 2) 
demonstrated no important difference between 200 mg. 
of cyclobarbitone and 150 mg. of methaqualone. To 
reach this conclusion 43 patients were studied, of whom 
30 stated a preference and 13 found no difference between 
the treatments, Trial 3 was planned to allow a com- 
parison to be made between 300 mg. of methaqualone 


and a 200-mg. tablet of cyclobarbitone which was given 
with a placebo tablet; this avoided “ patient bias” 
arising from the administration of a different number 
of tablets on consecutive nights. The results (Fig. 3) 
indicated that 300 mg. of methaqualone was superior 
to 200 mg. of cyclobarbitone ; the “northern” boundary 
was crossed after 20 preferences and there were 9 “no 
difference ” results. 


In trial 2, three patients volunteered the information 
that 150 mg. of methaqualone made them restless 
before they fell asleep; these patients stated a 
preference for 200 mg. of cyclobarbitone. One patient 
in this trial complained of restlessness after taking — 
cyclobarbitone. 


Summary 
The effectiveness of methaqualone has been deter- 
mined by a double-blind clinical trial. The investigation 
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1.—Sequential plan in trial 1, showing 150 mg. of 
methaqualone superior to placebo. 
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Fic. 2.—Trial 2, in which there was no important difference 
between 200 mg. of cyclobarbitone and 150 mg. of methaqualone. 
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was designed to answer two questions: (1) Is 
methaqualone a reliable hypnotic ? (2) Is the action of 
this drug comparable with that of the usual dose of 
cyclobarbitone ? Other aspects of the pharmacological 
action of methaqualone were not studied. It is 
emphasized that the conclusions reached depend 
entirely on patients’ opinions ; but the reliability of their 
assessments was checked by the technique of investiga- 
tion, and this included the use of a placebo. 
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Fia. 3.—Trial 3, showing 300 mg. of methaqualone to be superior 
to 200 mg. of cyclobarbitone. 


The main conclusions are that methaqualone in a- 


single dose of 150 mg. is a reliable hypnotic ; and no 
important difference can be detected between the 
hypnotic action of 150 mg. of methaqualone and 200 
mg. of cyclobarbitone. 


We are grateful to Professor S. Alstead for permission 
to study the patients under his care. We are pleased to 
acknowledge assistance from Mr. P. S. Waldie, who pre- 
pared the figures. The tablets used in the trials were kindly 
supplied by Boots Pure Drug Company Limited. 
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Applications of radioisotopes in the study of tropical 
diseases were reviewed at an international symposium held 
jointly by the International Atomic Energy Agency and 
W.H.O. in Bangkok from December 12 to 16, 1960, The 
meeting showed that the nature and causes of certain types 
of anaemia widely prevalent in tropical areas are now being 
investigated with radioactive isotopes of iron and chromium, 
while radioactive iodine has become indispensable in efforts 
to determine the causative factors of endemic goitre. As for 
diseases caused by insects such as malaria or those caused 
by parasites such as hookworm, radioisotopes help the study 
of the physiology, biochemistry, and behaviour pattern of 
insects and parasites concerned and in devising effective 
methods of attacking them. The application of isotopes in 
the investigation of disorders due to nutritional deficiencies 
was also discussed at the meeting. 


FURTHER EXPERIENCE WITH 
METHOTREXATE IN 
CHORIONCARCINOMA 


BY 


A. E. R. BUCKLE, M.B., B.S., F.R.C.S., M.R.C.O.G. 
Senior Registrar in Obstetrics and Gynaecology, King's 
College Hospital, London, and the Woolwich 
Group of Hospitals 


The demonstration of the inhibition of oestrogen- 
induced growth of the female genital tract in the 
experimental animal by folic-acid antagonists (Hertz 
and Sebrell, 1944; Hertz, 1948a, 1948b; Hertz and 
Tullner, 1949) and the effect of aminopterin in inducing 


_ foetal death in utero (Thiersch, 1952) was followed by 


the use of the folic-acid antagonist methotrexate (4- 
amino-N-10-methylpteroylglutamic acid), in the treat- 
ment of chorioncarcinoma (Li et al., 1956, 1958). Since 
that time, reports have come from America on the use 
of this drug in a larger series of cases (Hertz ef al., 
1958, 1959), and a small number of cases have been 
recorded from this country (Doniach ef al., 1958; 
Buckle, 1959; Bagshawe and Brooks, 1959; Bagshawe 
and McDonald, 1960). 


In a previous paper (Buckle, 1959) a case was recorded 
in which an initial response to the drug was followed by 
drug resistance and death, the plea being made at that 
time for the collection of such cases in suitable centres 
in this country in order that this form of therapy could 
be assessed. A similar suggestion has also recently been 
made (Brit. med. J., 1960), Although the value of 
recording single cases of tumour chemotherapy is 
generally of little value, exception may be made in the 
case of chorioncarcinoma in view of its rarity, and a 
further case is recorded. 


Case Report 


A gravida-2, aged 20, was admitted to hospital on 
December 17, 1959, at 30 weeks pregnancy, with painless, 
bright-red vaginal bleeding. She had had an idiopathic thoracic 
scoliosis at the age of 14 which had not progressed, although 
she had backache intermittently, especially during pregnancy. 
She had also been under investigation in 1958 for headaches 
and disturbances of consciousness, at which time she had 
been found to have bilateral rotatory nystagmus and 
diminished sensation to pin-prick on the left half of the 
body. Investigations had been inconclusive and there had 
been no change in the physical findings since that time. 
Her previous pregnancy, in 1958, was normal with the 
delivery of a live male infant, weighing 64 Ib. (2,950 g.). 

Her last menstrual period began on May 10, 1959, and she 
was admitted to hospital at 16 weeks with vaginal bleeding. 
No abnormal findings were recorded and she was discharged 
nine days later. Pregnancy continued uneventfully until 
December 17, when she was admitted to hospital with a 
painless ante-partum haemorrhage. Apart from the vaginal 
bleeding, no abnormal findings were recorded and expectant 
treatment was adopted. Despite rest and sedation, the slight 
vaginal loss continued and she went into labour, delivering 
herself of a living premature female infant, weight 3 Ib. 
(1,360 g.), seven days after admission. Examination of the 
placenta revealed no abnormality. 

On the fifth day after birth the infant developed severe 
cyanotic attacks and died, necropsy showing minimal 
intracranial haemorrhage. Death-.was recorded as due to 
prematurity. 
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The patient had an uneventful puerperium and was dis- 
charged from hospital eight days after delivery, only to be 
readmitted 12 days later with a history of lower abdominal 
pain and heavy vaginal blood loss for six days. On 
examination she was very pale (haemoglobin 45%), the 
blood-pressure was 100/50 mm. Hg, and pulse rate of 96 
a minute. There was lower abdominal tenderness, and 
vaginal examination revealed the cervix open, with blood- 
clot protruding. 

After preliminary transfusion, evacuation of the uterus 
was carried out; profuse bleeding occurred at this time, 
necessitating packing the uterus. The pack was removed 
after 24 hours and the bleeding did not recur. 

48 hours after operation she complained of chest pain 
and brought up blood-stained sputum. She had a low 
pyrexia, and a chest x-ray examination revealed diffuse 
shadowing in both lung fields, of uncertain origin. Direct 
questioning of the patient at this time elicited the informa- 
tion that she had had occasional small haemoptyses since 
the 20th week of pregnancy. The temperature was fluctuat- 
ing between 99 and 101° F. (37.2 and 38.3° C.), and a further 
chest film taken two days later revealed scattered opacities 
in both upper lobes. The question of tuberculosis infection 
was raised, sputa were sent for examination, and P.A.S. 
and isoniazid were given. No tubercle bacilli were 
identified, and by the 11th day after evacuation of the 
uterus the temperature had risen to 104° F. (40° C.). 

The uterus was palpable in the abdomen, with bilateral 
adnexal masses present on pelvic examination. The report 
on the curettings obtained at the time of evacuation of the 
uterus stated : “ The specimen consisted of blood clot and 
trophoblast. The nuclei are irregular, but could be within 
normal limits. It is suggested that a repeat curetting be 
performed if necessary and that a male-toad test be also 
performed for chorionic gonadotrophin.” 

Three days later, with a persistently high temperature, 
vaginal examination revealed a dark-purple nodule present 
on the lower anterior vaginal wall; the male-toad test was 
positive and a diagnosis of chorioncarcinoma was made. 
After preliminary blood transfusion, laparotomy was 

performed on January 

3 ' 28, 1960, five weeks 

after delivery and 16 

‘ days after readmis- 
sion. 

At operation the 
uterus was found to 
be infiltrated by 
growth which exten- 
ded laterally into the 
broad ligaments and 
anteriorly into the 
peritoneum of the 
utero-vesical _reflec- 
tion. Multiple meta- 
stases were present in 
the liver. Total 
hysterectomy and bi- 
lateral _ salpingo- 
oophorectomy was 
performed, operation 

ss incisions being carried 
Fic. 1.—Photograph of the uterusand out through involved 


adnexae showing widespread invasion tissue, The post- 
of the uterus by chorioncarcinoma. operative course was 


followed by a fall in the temperature and pulse rate, 
although the patient remained very ill. In view of the 
widespread metastases, she was transferred for chemotherapy 
seven days after operation. 

Section report on the uterus stated: “The specimen 
consisted of uterus, tubes, and ovaries. The organ is 11 cm. 
long, 8 cm. wide, and 5 cm. thick. Several haemorrhagic 
tumours are present in the wall of the uterus and cervix, 
section showing the presence of a chorioncarcinoma invading 
the muscular wall of the uterus” (Fig. 1). 








Condition of Patient on Transfer 


She complained of pain down the right thigh and on the 
outer side of the right leg, pain in the lower abdomen, 
shortness of breath, and tiredness. She appeared pale and 
ill, and was coughing up much blood-stained sputum. Chest 
examination confirmed the marked thoracic scoliosis, but 
no adventitious sounds were heard. Abdominal examination 
revealed tenderness under the right costal margin, and pelvic 
examination confirmed the presence of a metastatic nodule 
on the lower anterior vaginal wall. Bimanual examination 
was limited on account of the recent operation wound, but 
a mass was present to the right, bulging into the vagina. 


Investigations.—Chest x-ray examination: “ There are a 
number of soft indefinite patches of consolidation in both 
lungs; the appearances are consistent with metastases of 
chorioncarcinoma.” Sputum: “One large atypical hyper- 
chromatic cell of malignant type is present; this is similar 
to cells seen in section of the uterus.” Vaginal smear: “* One 
or two clumps of cells are present, the appearances of which 
are compatible with chorioncarcinoma.” Blood: These 
results, together with succeeding estimations, are shown in 
Fig. 2. Marrow biopsy: This revealed normal cellularity of 
the marrow. 


Subsequent Treatment and Progress 


Three days after admission the patient appeared worse, 
with high pyrexia and tachycardia. Methotrexate and 6- 
mercaptopurine were started on February 8, 100 mg. of the 
former and 1,500 mg. of the latter being given over a five- 
day period. There was the usual systemic toxic response at 
the end of the course, but a dramatic improvement occurred 
in the patjent’s condition, the temperature settling to normal, 
the pulse rate falling, and the blood-stained sputum dis- 
appearing. A further chest x-ray examination on February 
17 showed some nodularity of the lungs, but the films failed 
to show the opacities previously present, particularly those 
of the left lung field. 


Despite the general improvement in condition, the patient 
continued to complain of severe pain in the right leg; 
neurological opinion confirmed an L5-S1 lesion on the 
right side, probably due to secondary involvement of roots 
or lumbosacrai plexus. Further chemotherapy was 
instituted, 100 mg. of methotrexate and 500 mg. of 6- 
mercaptopurine being given over a period of five days. 
Agranulocytosis followed, the neutrophils falling to 7% of 
a total white count of 700 cmm. Treatment with penicillin 
was begun and barrier nursing instituted, the white cell 
count gradually returning to normal. It was not found 
necessary to give folinic acid, but the 6-mercaptopurine 
was thereafter omitted. 


A further course of 100 mg. of methotrexate was given 
over five days, beginning on March 14, when she had 
increasing pain in both legs, for which very large doses of 
narcotics were required. It was thought that the pain was 
due to an extension of the growth around or along roots 
into the spinal canal, and phenol or alcohol block was 
considered in an attempt to relieve the pain. The patient, 
however, become more ill and was unfit for transfer to the 
neurosurgical unit; within seven days the pain lessened, 
probably as a resuit of the destruction of the affected 
fibres. 


Vaginal examination in early April showed that the 
metastasis in the lower anterior vaginal wall had disappeared 
although a considerable mass was still present on the right 
side of the pelvis. After discussion, deep x-ray therapy 
was begun on April 6 and completed on May 18, the dosage 
being: anterior oblique right pelvis, 3,100 r ; anterior oblique 
left pelvis, 3,100 r; posterior oblique right pelvis, 2,950 r; 
posterior oblique left pelvis, 2,950 r; and lumbar spine, 
3,000 r. , 


During the course of deep x-ray therapy there was a 
recurrence of severe pain in the legs and haemoptyses, and 








im 1 we a, ate. i. ie 


ow O&O OO 


lit al 








JAN. 21, 1961 


METHOTREXATE IN CHORIONCARCINOMA 


Poa, Om 175 





the male-toad test again became positive in high dilution. A 
further chest x-ray film on April 25 showed some vague 
patches in the right upper lobe, which were regarded as 
further metastases. Despite the danger of marrow depres- 
sion, it was decided to give further methotrexate, and 100 
mg. was administered over a four-day period. After this 
course of treatment, together with the deep x-ray therapy to 
the pelvis, there was a slow subsidence of the leg pain and 
the haemoptyses ceased. Despite neurological involvement, 
the patient was able to walk and was therefore discharged 
from hospital on May 20 for out-patient surveillance— 
methandrostenolone, 10 mg. daily, being given in an attempt 
to increase the patient’s weight. 


Methotrexate, 2.5 mg. daily, was begun on May 26 on 
account of a continuing positive male toad test, but was 
discontinued after three weeks because of anaemia and a 
falling platelet count. As the anaemia was of severe degree 
(haemoglobin 42%), the patient was admitted for blood 
transfusion. At this time there was no evidence of residual 
disease in the pelvis, a chest x-ray film was clear, and the 
male toad test was weakly positive on undiluted urine. 
After transfusion the patient was discharged home. She 
remained well, but methotrexate, 100 mg. over a four-day 
period, was -recommenced on July 16 on account of a 
dilution positive male toad test. There was the usual 
systemic toxic response, and the patient was admitted to 
hospital] for five days. She was again sent home, and a 
further course of methotrexate was begun on August 26 
on account of a continuing positive male toad test, 100 mg. 
again being given over a five-day period. The patient 
remains under surveillance. 
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Discussion 

The active form of folic acid is folinic acid, a 
coenzyme in nucleic acid synthesis, so that serious upset 
in the latter will follow the administration of any drug 
wuich interferes with the normal utilization of folic acid 
in nucleic acid metabolism and cytopoiesis. In common 
with other antimetabolites, methotrexate has no 
specificity of action when used in the treatment of 
chorioncarcinoma, and therapy will be associated with 
systemic toxic effects, which have been detailed 
elsewhere (Hertz et al., 1958 ; Brit. med. J., 1960). 


Combined therapy with 6-mercaptopurine, an anti- 
metabolite of adenine and hypoxanthine, has been 
employed in treatment (Li et al., 1958; Buckle, 1959; 
Bagshawe and Brooks, 1959 ; Bagshawe and McDonald, 
1960), but severe marrow depression may follow the 
use of 6-mercaptopurine, and there is no certain evidence 
that the combination of drugs is better than methotrexate 
alone. 

Other forms of therapy have been employed, including 
nitrogen mustard (Anderson ef al., 1954) and 6-diazo- 
5-oxo-l-norleucine (D.O.N.) (Li, 1959). Neither of 
these drugs produced remission in those cases of 
Hertz et al. (1958) which were failing to respond to 
methotrexate. Nevertheless, the use of D.O.N. was 
reported upon by Li (1959) as being of value in so far 
as the drug might be considered as an alternative to 
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Fic. 2.—Treatment and progress of case. 
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methotrexate, for the former does not rely entirely on 
renal or hepatic function for excretion or detoxification. 


It is of interest that the diazo-amino acids D.O.N. 
and azaserine (o-diazo-acetyl-l-serine), which were 
discovered during the search for anti-tumour ar‘i- 
biotics, were found to inhibit growth and induce 
abnormalities in embryonic development, producing 
characteristic syndromes of abnormalities in the 
developing chick embryo when injected into the yolk 
sac (Dagg et al., 1956). It was further observed that 
resorption of foetuses of pregnant rats occurred if 
azaserine was administered (Murphy and Karnofsky, 
1956). Interference with embryonic development 
appears to be a general property of the diazo-amino 
acids, and it is disappointing that the use of these 
substances in the treatment of chorioncarcinoma has 
not been as promising as that of methotrexate. 


While it is reasonable to expect response from 
chemotherapy in the treatment of scattered small 
metastases, blood-borne agents are less likely to produce 
an effect against large tumour masses. This appears 
to be borne out by published cases, where, after 
hysterectomy and bilateral salpingo-oophorectomy, 
satisfactory results have followed the use of cytotoxic 
drugs in the treatment of small isolated or multiple 
secondary deposits. It must also be remembered that 
deep x-ray therapy is also extremely effective in the 
treatment of metastases, and this fact must be borne in 
mind in attempting to assess the results of treatment 
by chemotherapy, especially in a disease such as 
chorioncarcinoma, which may run a variable course, 
with or without treatment. In advanced cases chemo- 
therapy should form part of an integrated scheme of 
treatment in conjunction with surgery and deep x-ray 
therapy, as in the case detailed above. 


Summary 


A case of widespread chorioncarcinoma is described. 
The diagnosis was made subsequent to a premature 
delivery, although its onset may have been as early as 
the middle trimester of pregnancy. Surgical treatnient 
was followed by chemotherapy and deep x-ray therapy, 
the patient continuing under out-patient surveillance. 


I thank Lady Burt for referring the patient, and the staff 
of all involved departments at King’s College Hospital for 
their interest and continuing assistance in the management 
of the patient. 
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1960) it was 
shown that 18 to 24 months after a third, booster, dose 
of poliomyelitis vaccine the antibody titre had declined 
to about a fifth of the immediate post-inoculation level. 
It was pointed out, however, that the results obtained 
gave no indication of the rate of subsequent antibody 
decline. The observations presented here may help in 
clarifying this point. 
Methods 


Thirty public-school boys, aged 15 te 18 years, who 
were initially “triple negative,” took part in the study. 
They had been given two doses of British poliomyelitis 
vaccine four weeks apart, followed by a third dose 6 to 
12 months later, and all had vaccine-induced antibody 
to each poliovirus type when bled 18 to 24 months after 
this third dose. More blood was obtained nine months 
later, and the two serum samples taken 18 to 24 months 
and 27 to 33 months after the third dose were titrated 
in parallel for poliomyelitis-neutralizing antibody by the 
galactose colour test, using four tubes per threefold 
serum dilution and 30-100 TCID,, of the three types of 
poliovirus. The virus strains used were Brunenders 
(type 1), MEF-1 (type 2), and Saukett (type 3). Seven 
subjects from the same group of public-school boys, 
who had no antibody when bled at 18 to 24 months 
and were given a fourth dose of vaccine at that time, 
were also bled again and their serum was tested. 


Results 


A comparison between the antibody levels obtained 
in each of the 30 subjects is given in Figs. 1 to 3. The 
fall in the geometric mean titres between 18 to 24 and 
27 to 33 months after the third dose was 22% for type 
1, 23% for type 2, and 15% for type 3. Only one boy 
had no detectable type 1 antibody at the time of this 
bleed, and his titres were excluded from the figure for 
this type. The difference in titre for each of the seven 
boys given a fourth dose is noted in the accompanying 
Table, and in their case the fall in mean titre was 72% 
for type 1, 41% for type 2, and 40% for type 3. 

Discussion 

The decline in poliomyelitis antibody titre found 
between 18 to 24 and 27 to 33 months after a third, 
booster, dose of vaccine was slower than that found 
during the first 18 to 24 months. The rate of decline 
had dropped from 50% per year to under 30%. This 
finding agrees with those of Salk (1958) and Brown 
(1960), who found that there was a decrease in the rate 
of antibody decline in children after the first one ‘or 
two years of receiving a third dose. 











Jan. 21, 1961 


POLIOMYELITIS ANTIBODY AFTER VACCINE BRITISH 177 


MarpicaL JouRNAL 





Poliomyelitis Antibody Titres after a Fourth Dose of Vaccine in 
Subjects who had Lost Vaccine-induced Type 1 Antibody 














Antibody Titre 
Subject Type 1 Type 2 Type 3 
A B A B A B 
K 20 3-8 308 234 923 234 
M 78 2-9 1,215 405 3,645 1,822 
Ss 59 15 535 405 1,215 1,215 
A 535 405 3,645 702 2,733 1,215 
G 5 <2-2 1,215 702 923 405 
L 7 78 535 535 308 
. 178 34 702 702 308 178 














A=Serum sample 14 days after fourth dose. B=Serum sample nine 
months after fourth dose. 
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Fic. 1.—Decline of type 1 antibody after a third dose of polio- 
myelitis vaccine. 
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TITRE 18-24 MONTHS AFTER THIRD OOSE 
Fic. 2.—Decline of type 2 antibody after a third dose of polio- 


myelitis vaccine. 
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TITRE 18-24 MONTHS AFTER THIRD DOSE 
Fic. 3.—Decline of type 3 antibody after a third dose of 
poliomyelitis vaccine. 


This decrease in fall-off did not seem to depend on 
antibody level, which was related to the size of the 
response to the third dose. The levels maintained for 
type 1 were more variable than those for types 2 and 3, 
which in turn reflected the poorer type 1 response to 
the initial injections. Those who had antibody in their 
serum at the time of the booster dose had titres com- 
parable to those found with types 2 and 3, while the 
others were much lower. The seven boys given a 
fourth dose of vaccine were in this latter category. 
The type 1 antibody level maintained after a fourth 
dose in at least three of these seven was not encourag- 
ing. This again stressed the importance of vaccines 
adequate in potency to maintain detectable antibody 
levels between doses. The poorer response to type 1 
was due to deficiency in the vaccine and not in the 
subjects vaccinated, as these showed good responses to 
the type 2 and 3 antigens. 

One can conclude from these and previous results 
that with a more potent type 1 component the responses 
to all types would be similar and would enable booster 
doses of killed poliomyelitis vaccine to be given con- 
currently with other prophylactics, and with as much 
success, without any need for intermediate injections 
(Kendall et al., 1960). 


Summary 


The rate of decline in poliomyelitis antibody in 30 
adolescents after a third dose of poliomyelitis vaccine 
was reduced during a nine-month period following the 
first 18 to 24 months after injection. Good antibody 
levels which persist can thus be obtained after killed 
poliomyelitis vaccine if the material used is of adequate 
potency. 


Our thanks are due to the headmaster of Epsom College 
for his co-operation, to the boys who took part in this 


- study, and to Miss Pat Tumber and Miss Diana Jones for 


technical assistance. 
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The annual report for 1959 of the South-western 
Regional Cancer Records Bureau (of which Mr. Reginald M. 
Vick is the director) contains a commentary by Mr. 
G. M. FitzGibbon, of the department of plastic and jaw 
surgery, Frenchay Hospital, Bristol, entitled “ Surgery 
and/or Radiation ?” The purpose of his commentary is to 
pose the question : “ Are our present methods of treatment 
the best we can offer the patients?” After briefly review- 
ing the treatment of malignant growths of the mouth and 
tongue by radiation and surgery, Mr. FitzGibbon asks : “ Is 
it justifiable to treat so many advanced cases which have 
little or no chance of doing any good, or of even being 
alleviated ? By undertaking this great volume of fruitless 
and unavailing work are radiotherapy departments 
decreasing the efficiency of their treatment in any way for 
the better and more hopeful cases? Would these less 
advanced cases do better if there were more time available 
to consider, plan, and treat them and follow them up? 
The question of selection for treatment in radiotherapy 
departments must present enormous problems, both technical 
and human, unless one just treats everything sent along, in 
which case, of course, there is no problem.” He concludes 
that there is a lot to be said for a more detailed review of 
methods of treatment, and possibly that a return to and 
greater emphasis on efficient and early surgery, supplemented 
where necessary by radiotherapy, may bring better results 
than those being obtained at the present time. 
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Addisonian pernicious anaemia occurs predominantly 
in middle-aged subjects. The disease is rarely seen in 
young adults; thus 46 (2.8%) of Wilkinson’s (1949) 
1,600 patients and 4 (1.2%) of Wintrobe’s (1946) 329 
patients were less than 30 years of age. The disease, 
although uncommon in negro populations, has been 
reported in the Bantu (Woods and Rymer, 1955; 
Adams, 1957; Metz et al., 1958). In the largest Bantu 
series reported (Metz et al., 1958), a tendency to affect 
a younger age-group was noted, but the numbers were 
too small to compare with the large series reported in 
whites. 

Megaloblastic anaemia in Bantu adults occurs pre- 
dominantly in young females, and is usually associated 
with pregnancy. In this form the serum vitamin B,, 
levels are within normal limits, and complete haema- 
tological remission can always be induced with folic 
acid. The clearance from the plasma of injected doses 
of folic acid is very rapid, but the absorption of an oral 
dose of the vitamin is normal (Metz et al., 1960a). The 
condition is apparently due to deficiency of folic acid 
conditioned by poor diet and precipitated by pregnancy. 
It has been suggested that the routine administration of 
folic acid to Bantu subjects during pregnancy would 
diminish the morbidity and mortality of the condition 
(Metz, 1958). It could, however, precipitate neurological 
changes, but in view of the rarity of pernicious anaemia 
in the Bantu this was not assumed to be of major 
importance. Recently, however, three young Bantu 
females suffering from a condition indistinguishable 
from Addisonian pernicious anaemia have been 
encountered, and the rarity of this occurrence appears 
to warrant it being recorded. 


Case Reports 

The three patients presented at Baragwanath Hospital, 
Johannesburg, during a period of 18 months. They were 
aged 23, 28, and 34 years respectively. All three knew their 
exact date of birth. The first presented to the gynaecology 
wards with a one-year history of amenorrhoea. The second 
was admitted in a collapsed state with severe anaemia, but 
subsequently gave a history of dyspnoea and palpitations 
for two years. The third patient complained of headache 
and dizziness for some months. Two were well nourished 
and the third was obese. Physical examination revealed no 
abnormality other than anaemia and features attributable to 
it. The patients did not appear older than their stated ages. 
No gynaecological abnormality was detected, and the uterus 
was of normal size. The last pregnancies were 2, 6, and 
14 years prior to admission. The second patient had 
amenorrhoea for four months. 

Family Studies——The difficulties of investigating members 
of the families of Bantu patients are well recognized. Only 
in the second patient was any member of the family 
available: in the study of her mother the absorption of 
radioactive vitamin B,, was found to be defective (Schilling 
test, 1%); this defect was corrected by the concomitant 
administration of intrinsic factor (Schilling test, 11.2%). 


Investigations 

All three patients had severe macrocytic anaemia, with 
classical megaloblastic bone-marrow. The findings are 
detailed in the Table. 

The augmented histamine test was carried out according 
to Kay (1953), and in all three patients there was no 
significant fall in the pH of the gastric juice after maximum 
stimulation with histamine. 

Serum vitamin Bz, assayed with Euglena gracilis, was 15, 
95, and 25 pyug./ml. (normal range 140-900 pug. /ml.) in the 
three patients respectively. The second, in whom the serum 
vitamin B,, was 95 ypg./ml., was admitted in a collapsed 
state, and. the specimen for vitamin B,, assay was drawn 
after 600 ml. of blood had been administered. 

Schilling Test—The absorption of radioactive vitamin 
B,, was studied by the Schilling (1953) technique. A test 
dose of 0.6 ug. of vitamin Bi labelled with 0.5 uc “Co 
was administered by mouth to the patient in the fasting 
state, and two hours later a 1-mg. flushing dose of vitamin 
B,, was administered by intramuscular injection. All urine 
passed during the ensuing 24 hours was collected and the 
radioactivity assayed. When the effect of intrinsic factor 
on the absorption of vitamin B,, was studied a potent source 
of the factor in the form of 100 mg. of a hog-stomach 
preparation was administered together with the dose of 
radioactive vitamin B,,. In all three patients the absorption 
of vitamin B,, was subnormal, and this was corrected by 
the concomitant administration of the  intrinsic-factor 
preparation (see Table). 

Gastric biopsy was carried out with a Woods tube. The 
specimens showed gastric atrophy in all three patients, with 
the presence of an intestinal type of epithelium (see Fig.). 


Peripheral Blood, Bone-marrow, Serum Vitamin Bu, Schilling Test, Fat Balance, and Reticulocyte Peak in 
Bantu Women with Addisonian Pernicious Anaemia 
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* Treated initially by blood transfusion. The bone-marrow reverted to normal after administration of intramuscular vitamin B,,. 
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Fat-balance studies were made. 50 g. of fat per day was 
administered for five days in Cases 1 and 2 and for nine 
days in Case 3, and the fat-excretion in the stools measured. 
Fat-absorption was normal in all (see Table). 

Barium-meal and follow-through examinations did not 
reveal anything abnormal in any of the three patients. 





Gastric mucosa from Case 3, showing atrophy. (H. and E. 
x 120.) Gastric mucosa obtained from Cases 1 and 2 showed a 
similar picture. 





Response to Vitamin B,, Therapy 
Reticulocytosis (see Table), with haematological remission 
and return of the haemoglobin value to normal, followed 
the daily administration of 100 yg. of vitamin B,, by 
injection. The patients have been maintained in remission 
by the regular administration of parenteral vitamin By. In 
the first patient menstruation began six weeks after the 


institution of vitamin B,, therapy. The second patient has | 


since become pregnant, and the pregnancy and delivery were 


uncomplicated. 
Discussion 


The disease in the three patients does not differ 
significantly from Addisonian pernicious anaemia in 
white subjects, and the diagnostic criteria have been 
satisfied. The occurrence of pernicious anaemia in a 
younger age-group in Bantu subjects may possibly be a 
reflection of the age distribution of the population at 
risk. The significance of these cases lies in the possible 
confusion of the diagnosis with the much more common 
megaloblastic anaemia occurring in association with 
pregnancy—most often after the pregnancy. It is of 
significance that the second patient has subsequently 
become pregnant, and it is apparent how easily her 
pernicious anaemia could be confused with the form 
associated with pregnancy. 

Addisonian pernicious anaemia must be considered in 
the differential diagnosis of megaloblastic anaemia in 
young Bantu females. Pernicious anaemia and megalo- 
blastic anaemia occurring after pregnancy can be readily 
differentiated with the aid of specialized techniques: 
the serum vitamin B,, is low in pernicious anaemia, 
while it is normal in post-pregnancy megaloblastic 
anaemia ; the absorption of vitamin B,, is defective in 
the first group, while normal in the second (Metz et al., 
1960b) ; gastric atrophy is present in pernicious anaemia, 
but not in the post-pregnancy group (Metz, 1959). These 
techniques are not available to all, and the most 
practical method of excluding pernicious anaemia is the 
augmented histamine test. 


E 


Summary 
Three young Bantu women were found to be suffering 
from a condition indistinguishable from true Addisonian 
pernicious anaemia. 
The significance of this finding is discussed with 
reference to the megaloblastic anmaemias found in 
malnourished populations. 


We thank the Director of the South African Institute for 
Medical Research for facilities to study these patients ; Dr. 
E. Lester-Smith for supplies of radioactive vitamin B, 
Lederle Laboratories, New York, for supplies of intrinsic 
factor; Glaxo Laboratories, Wadeville, for supplies of 
vitamin B,,; Dr. D. L. Mollin for carrying out the vitamin 
Biz assays; Professor E. Kark and Dr. I. W. Simson for 
help with the gastric biopsies ; and Mr. D. Hart for technical 
assistance. 
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Some patients with portal cirrhosis have a higher cardiac 
output than normal (Kowalski and Abelmann, 1953 ; 
Murray et al., 1958). Clinically the skin is warm and 
often dry (because of inability to sweat), the pulse is 
rapid and full, and the pulse pressure is increased. The 
cardiac impulse is forceful, with an accentuated mitral 
first sound, and often there is a systolic ejection murmur 
maximal internal to the apex; there may even be a 
short diastolic murmur. 

Such a hyperdynamic state can occur in uncom- 
plicated portal cirrhosis and in hepatic failure, the result 
of both cirrhosis and severe infective hepatitis. It is 
most frequently observed, however, in patients with 
extensive portal collateral circulations as a result of liver 
disease, especially if accompanied by a fall in the serum 
albumin concentration (Murray ef al., 1958). 

It is not directly due to the anaemia or vitamin B 
deficiency, which may complicate portal cirrhosis. It is 
possible that failure to detoxicate a vasodilator substance 
(Shorr et al., 1951) may account for the hyperdynamic 
circulation, or that the increase in cardiac output is 
secondary to the devclopment of extensive arterio- 
venous anastomoses as a result of porta! hypertension. 
Portal-systemic communications and spider naevi are 
well recognized, and there may also be intrahepatic 
shunts. In addition, anastomoses between the portal 
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and pulmonary veins have been demonstrated anatomic- 
ally (Calabresi and Abelmann, 1957), and a proportion 
of patients with portal cirrhosis have a diminished 
arterial oxygen saturation (Snell, 1935; Murray et al., 
1958). Rydell and Hoffbauer (1956) reported the case 
of a child with what was thought to be cyanotic 
congenital heart disease, who was found at necropsy to 
have cirrhosis with extensive arteriovenous communica- 
ope in the lungs. A similar case has been seen by one 
of us. 


In adults, cardiac failure as a result of portal 
cirrhosis appears to be rare, and Murray and his 
colleagues could find no reports in the literature. 
Sherlock (1958) states, however, that “the occasional 
patient may proceed to frank congestion” (see Case 1, 
Murray et al., 1958). Three such patients have been 
seen recently in the space of a month. 


Case 1 


A 7l\-year-old retired labourer was admitted to hospital 
with a history of increasing shortness of breath and ankle- 
swelling over the past few months. He had been subject 
to winter bronchitis and exertional dyspnoea for five years. 
He had also been troubled by piles. Alcohol intake was 
moderate. 

Examination revealed a large dyspnoeic individual, but 
there was no cyanosis or jaundice. “The peripheries were 
warm and there was a marked tachycardia. The internal 
jugular veins could be seen pulsating at the angle of the 
jaw, and there was marked oedema of the legs up to the 
thighs. The blood-pressure was 140/70. No murmurs 
could be heard, though the chest was grossly emphysematous. 
There were rhonchi throughout the lungs, and the abdomen 
was distended and tympanitic. Rectal examination revealed 
prolapsed piles. 

A provisional diagnosis of cor pulmonale was made, 
though the absence of cyanosis was thought unusual, and 
he was treated with tetracycline, mersalyl, oral diuretics, and 
a low-salt diet. The chest x-ray film showed nothing of note, 
and the electrocardiogram (E.C.G.) was of low voltage. 
Blood urea was normal, but the haemoglobin was reduced 
(7 g./100 ml.) and there was evidence of deficiency of iron. 
Liver-function tests were not carried out. Although the 
chest symptoms improved there was little change in the signs 
of cardiac failure, and iron was given parenterally for the 
anaemia. The patient complained increasingly of abdominal 
distension, and, because it was thought that this might be 
due to ascites, abdominal paracentesis was carried out. 
Three litres of clear yellow fluid was removed, following 
which he rapidly deteriorated, dying in coma three weeks 
after admission. 

Necropsy revealed a classical portal cirrhosis, the liver 
being about two-thirds the normal size and nodular. The 
heart was normal in size, though there was moderate 
atheroma of the coronary arteries. The other organs were 
generally congested. 

. Case 2 


A 64-year-old housewife had complained of progressive 
shortness of breath on exertion and swelling of the ankles 
during the eight weeks prior to admission. She stated that 
she had had jaundice 10 years previously after a course of 
injections. 

She was obese and dyspnoeic, and oedema was present 
up to the mid-thorax. Ascites was also present. The pulse 
was rapid, the peripheries were warm and dry. The jugular 
venous pressure was raised 2 in. (5 cm.) and the blood- 
pressure was 140/80. The mitral first sound was loud and 
there was a harsh systolic and a short diastolic murmur, 
best heard internal to the apex. A provisional diagnosis of 
mitral-valve disease was made. 

She was treated with a low-salt diet, digitalis, and 
mercurial diuretics. Chest x-ray examination showed a little 


cardiac enlargement, but rather surprisingly no pleural 
effusion. The E.C.G. showed left axis deviation. Blood 
count, blood urea, and electrolytes were all normal, and the 
Wassermann reaction was negative. 

A few days after admission she was observed to be 
jaundiced. The serum bilirubin was 5.3 mg., thymol 
turbidity 10 units, alkaline phosphatase 13.3 K.-A. units, and 
serum albumin 3.1 g. and globulin 2.9 g./100 ml. There was 
little response to treatment, and because of the gross oedema 
Southey tubes were inserted into the legs. Three litres of 
fluid was removed, but there was a steady deterioration and 
she developed signs of liver failure. In spite of protein 
restriction, neomycin, and “ parentrovite,” she died in coma 
10 days after admission. 

Necropsy revealed a small nodular liver, about half the 
normal size. The heart was slightly enlarged, but there was 
no significant coronary or valvular disease. The organs 
were congested, and there was some bleeding from ulcera- 
tion of the upper gastro-intestinal tract. 


Case 3 

A 65-year-old housewife was admitted to hospital because 
of swelling of the ankles, shortness of breath on exertion, 
and scanty micturition for about a year. Her past history 
was interesting. Four years previously she had had a 
haemoptysis, the cause of which could not be established 
by investigations which included bronchoscopy. During the 
next 18 months ‘she had three episodes of haematemesis, 
the cause being obscure until a firm liver-edge was felt and 
the radiologist raised the possibility of oesophageal varices. 
Liver-function tests were normal and she remained in 
reasonable health for the next year. 

She was obese and mildly icteric, with a few spider naevi 
on the face. There was no clinical evidence of liver failure. 
The skin was dry and hot, the pulse full, and blood-pressure 
160/100. The jugular venous pressure was at the angle of 
the jaw, and there was gross oedema up to the thighs, with 
blistering of the overlying skin. A moderately loud apical 
systolic murmur was present. The abdomen was distended 
with fluid and no organs could be palpated. 

Liver-function tests showed a serum bilirubin of 5.3 mg.. 
thymol turbidity 14 units, alkaline phosphatase 23.3 K.-A. 
units, albumin 3 g., globulin 4.1 g./100 ml., with an increase 
in gamma-globulin on electrophoresis. The chest film x-ray 
showed moderate cardiac enlargement. The E.C.G. showed 
left axis deviation with some right ventricular strain; a 
barium swallow revealed oesophageal varices. The blood 
count was normal, but the blood urea was moderately raised 
and the prothrombin time reduced. 

She was treated with a low-salt diet, mersalyl, parentrovite, 
and later with oral diuretics. There was no improvement, 
however, and it was decided to insert Southey tubes into her 
legs. This produced an initial dramatic improvement, and 
about 7 litres of fluid was drained over several days. This 
was soon followed by the signs of hepatic failure, which 
progressed rapidly to coma and death 18 days after 
admission. 

Necropsy revealed a very small nodular liver. The heart 
was only slightly enlarged and was free from serious disease. 
There was evidence of generalized venous congestion, and 
of diffuse bleeding into the stomach and oesophagus. 

Discussion 

It may be argued that these three patients were suffe~ing 
from fluid retention as a direct result of portal cirrhosis. 
Indeed, Paul Wood (1950) stated that if hepatic disease 
is unrecognized “ the situation may lead to embarrassing 
diagnostic error, the raised venous pressure, oedema and 
enlargement of the liver being readify attributed to heart 
failure.’ However, the presentation with dyspnoea and 
peripheral oedema suggests that the final illness was in 
fact due to cardiac failure. This is strengthened by the 
clinical picture of a high output state and by the finding 
of generalized venous congestion at necropsy. There is 
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ample published evidence that severe liver disease can 
lead to haemodynamic changes, and the occasional 
occurrence of cardiac failure is to be expected. 

Sources of error are likely to arise from attributing 
the cardiac failure to cor pulmonale, especially in men, 
to valvular disease, or to congenital heart disease in 
children. Constrictive pericarditis may also be con- 
sidered in view of the gross oedema, but the quiet 
cardiac impulse and the low output state should serve to 
distinguish it. Jaundice may be slight or absent, and if 
present is attributed to venous congestion. Other 
evidence of liver disease is masked by the anasarca. A 
careful search may reveal signs of liver failure such as 
fetor hepaticus and a coarse tremor, though the latter 
is by no means specific and may occur in other forms 
of cardiac failure (Conn, 1958). It is debatable 
whether liver failure ever results from “cardiac 
cirrhosis ” (Sherlock, 1951), though if it does it is likely 
to be the end-result of chronic rheumatic heart disease 
and therefore not a source of confusion. 


Treatment in the above cases was unsatisfactory. The 
standard regime of bed rest, salt restriction, and 
diuretics had little influence on the oedema. It is 
possible that attempts to improve the body proteins 
(provided there is no clinical evidence of liver failure) 
might prove successful, or that other methods of 
promoting diuresis, such as the use of steroids or 
spironolactones and osmotic diuretics (Shaldon et al., 
1960), would be justified. This presupposes a correct 
diagnosis of the cause of the cardiac failure. One fact 
that emerges is the disastrous effect of removal of 
oedema fluid by mechanical means. It is well known 
that abdominal paracentesis is poorly tolerated by 
patients with portal cirrhosis and is best avoided ; the 
same obviously applies to the use of Southey tubes. The 
reason almost certainly is that these procedures cause 
marked alterations in electrolyte and water distribution. 
There is, however, need for a detailed study of their 
effect in cirrhotics, similar to that of Vere and King 
(1960) in patients with the nephrotic syndrome. 


Summary 


Three cases of cardiac failure believed to be 
secondary to portal cirrhosis are described. 


Treatment was unsuccessful and the removal of 
oedema fluid appeared to hasten death. 


Prompt recognition of the cause of the cardiac failure 
might lead to more effective therapeutic measures. 


We thank Dr. I. S. Buchanan for asking us to see and treat 
Case 3; Drs. K. M. Ogilvie and J. G. Hoult for their post- 
mortem reports; and Mrs. M. K. Mason for valuable 
secretarial assistance. 
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Preliminary Communications 








Biological Method for Detection of 
Parathyroid Hormone 


Previous methods for the biological detection of 
parathyroid hormone depend on changes in serum 
calcium values in the intact animal (Collip and Clark, 
1925; Bliss and Rose, 1940; Biering, 1950), in the 
parathyroidectomized animal after injection of 
parathyroid extract (Davies, Gordon, and Mussett, 
1954 ; Munson, 1955), or on the determination of urinary 
phosphate in normal or parathyroidectomized rats after 
administration of parathyroid hormone (Tepperman, 
L'Heureux, and Wilhelmi, 1947; Davies and Gordon, 
1953; Kenny, Vine, and Munson, 1954; Davies, 
Gordon, Mussett, 1955); the smallest amount of 
hormone detectable by these methods is 2.5 U.S.P. units 
(Davies et al., 1955). A technique for the detection of 
smaller quantities of parathyroid hormone is presented 
in this paper. It is based on increase in serum alkaline 
phosphatase activity after “ parathormone ” injections 
into parathyroidectomized rats. No such _ increase 
occurs in non-parathyroidectomized rats. 


METHODS 


Two-weeks-old female rats of the hooded Norwegian 
variety, maintained before and after operation on a 
standard cube diet (No. 41, Bruce and Parkes, 1949) and 
weighing approximately 20 g., were used in all the 
experiments. 

Parathyroidectomy.—The rats were anaesthetized with 
ether and a midline incision was made in the neck 


‘ extending slightly beyond the cephalic border of the 


submaxillary glands, which were freed in the midline 
by blunt dissection and retracted laterally. The 
sternohyoid muscle fibres were split in the midline 
and retracted laterally by a special retractor. The 
lateral lobes of the thyroid gland were exposed and 
gently displaced upwards and medially; care was 
taken to avoid damage to the recurrent laryngeal 
nerves. The parathyroid glands were removed with 
small adjacent portions of thyroid. All excised 
tissue was examined histologically to confirm that 
parathyroidectomy had been effectively carried out. 
When incomplete parathyroidectomy was confirmed 
(this occurred in 8% of animals), the animals concerned 
were excluded from further study. Fifty rats died 
immediately after, or within a few hours of, 
parathyroidectomy, in most cases from haernorrhage or 
anaesthesia, but the operative mortality decreased with 
experience. Tetany was not observed in any animals. 

Blood Samples.—Blood was withdrawn under light 
ether anaesthesia from the internal jugular vein (Mouzas 
and Weiss, 1960) and transferred to siliconed tubes. The 
serum was separated within one hour of withdrawal: 
approximately 1 ml. of unhaemolysed serum was 
obtained for determination of alkaline phosphatase by 
the Folin-Ciocalteau reagent method of King and 
Armstrong (1934) and phosphorus by the method of 
King and Wootton (1956). 

Parathyroid Hormone.—Parathormone was used in all 
experiments: dilutions were made in physiological 
saline, and final injection volumes in all cases were 
2 mi. 
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EXPERIMENTS 

1. Blood was withdrawn from 50 rats to establish basal 
values for serum alkaline phosphatase and phocphores 
concentrations before parathyroidectomy. 

2. Parathyroidectomy was carried out in 250 rats: 
blood was withdrawn from 50 on the Sth day, and 50 on 
the 8th day, another 50 on the 10th day, another 25 on 
the 12th day, another 25 on the 15th day, and another 
50 on the 23rd day after operation: serum at!kaline 
phosphatase and phosphorus concentrations were 
determined on each blood sample. 

3. Parathyroidectomy was carried out in a further 
245 rats, which were subsequently divided into five 
separate batches of 49. As a result of the observations 
made in experiment 2, the rats in four groups were 
injected respectively with 1, 10, 25, and 100 U.S.P. 
units of parathormone, all on the 14th day after 
parathyroidectomy: one group of 49 rats was not given 
parathormone and was used as a control. Blood samples 
were withdrawn 21 hours after the parathormone 
injections, and serum alkaline phosphatase and 
phosphorus concentrations were determined. 


RESULTS 
1. Before parathyroidectomy the mean values for 
serum alkaline phosphatase and phosphorus concentra- 
tions were 26.4 K.-A. units and 6.5 mg./100 ml. 
respectively (standard deviation 7.4 and 0.44) (Table I). 


TaBLB I.—Mean Serum Alkaline Phosphatase and Phosphorus 
Concentrations in 300 Rats Before and After Parathyroid- 
ectomy (only 25 Rats were Studied on the 12th and 15th 
Days Because the Values for the Two ) Days were Similar) — 




















Alkaline Phos- 

No. of Times of Phosphatase $.D phorus SD 
Rats Samples (K.A. Units/ — (mg./ — 

100 ml.) 100 ml.) 
50 | Before operation 26-4 74 65 0:44 
50 5 days after 18-7 5-4 71 1:20 
50 vit 16 6 45 74 0-95 
oS 130, 358 125 74 052 
25 12 » 210 42 79 0-46 
25 a te 21-2 44 79 0-38 
50 | 23 ‘ 19-3 40 79 0-62 








2. “After parathyroidectony the values for serum 
alkaline phosphatase and phosphorus fluctuated 
randomly and on the Sth day the mean serum alkaline 
phosphatase had decreased to 18.7 while the phosphorus 
had increased to 7.1; on the 8th day these values had 
become 16.6 and 7.4 ; on the 10th day 35.8 and 7.4 ; and 
on the 12th day 21.0 and 7.9. Thereafter, the mean 
values for serum alkaline phosphatase and phosphorus 
remained virtually unchanged up to 23 days after 
parathyroidectomy. 

Taste I].—Mean Values of Serum Alkaline Phosphatase and 
Phosphorus in 245 Parathyroidectomized Rats. One Group 
of 49 Rats Received No Parathormone and Served as a 


Control to the Other Groups which were Injected with 
Different Amounts of Parathormone 











Para- Alkaline 
No. of thormone | Phosphatase $.D Phosphorus $.D 
Rats (U.S.P. (K.A. Units/ bs as (mg./100 ml.) att 
Units) 100 ml.) 
49 None 19-8 41 79 0-5 
49 1 27-0 46 74 0-12 
49 19 32-2 2-6 7-9 0-36 
49 25 37°5 48 8-0 0-65 
49 100 43-3 5-2 9-2 1-2 

















3. When 1 U.S.P. unit of parathormone was injected 
14 days after parathyroidectomy, the mean serum 
alkaline phosphatase and phosphorus values, 21 hours 
later, were respectively 27.0 and 7.4 ; when 10 units were 
given, the values were 32.2 and 7.9 ; when 25 units were 


given, the values were 37.5 and 8.0; and when 100 units 
were given, the values were 43.3 and 9.2 (Table IT). 


DISCUSSION 

No particular significance is attached to the change in 
the serum phosphorus concentrations in the experiments. 
It is believed, however, that the change in serum 
alkaline phosphatase concentrations observed in 
parathyroidectomized rats 14 days after operation after 
injection of parathormone affords a_ significantly 
sensitive method for detection of hormone. In view of 
the quantitative relationship between the administered 
dose of the hormone and the alkaline phosphatase, the 
technique may also provide a basis for the assay of 
parathyroid hormone and, moreover, it compares 
favourably with the method described by Davies et al. 
(1955), which required an average of 10 rats for each 
determination and detected only 2.5 U.S.P. units. 

In experiments | and 2 (Table J) the animals were 
divided arbitrarily into five groups of 10 in five instances 
and five groups of five in two instances ; and, since the 
standard deviation of the results of the alkaline 
phosphatase determination in each group did not exceed 
0.46, reproducibility of results was considered to be 
adequate. In experiment 3 (Table II) the animals were 
similarly divided into seven groups of seven in five 
instances: the standard deviation of the results 
determined in each group did not exceed 0.52, so that 
reproducibility was considered to be adequate. 

Parathyroidectomy in rats is a relatively simple 
procedure when a small portion of adjacent thyroid is 
removed at the same time and tetany is prevented by 
an adequate pre-operative calcium intake (Shelling, 
1932). 

SUMMARY 

Parathyroidectomized rats respond to small doses of 
parathormone by a significant elevation of the serum 
alkaline phosphatase. 

It is suggested that this affords a more sensitive index 
of parathormone activity than previously described 
methods. 

This work was supported in part by a grant from the 
Ely Lilly Company, who also supplied the parathormone. 
We are grateful to Mr. R. Shackman for permission to 
undertake this study and for his criticism of the manuscript. 
Thanks are also due to ,the statistician in charge of the 
South Metropolitan Cancer Registry, Mr. P. M. Payne, for 
criticizing the manuscript. 
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Lipoma of the Stomach 


Lipoma of the stomach is a rare condition: 56 cases have 
been recorded in the English language. Palmer (1951) 
traced 103 such tumours after an extensive review of 
world literature. An indication of the frequency is 
given by Rumold (1941), who states that, of all tumours 
of the stomach, less than 1% are benign, and of these 
only 3% are lipomata. It has been argued that the 
tumour is not unimportant (Yoon and Luddecke, 1958), 
since it can be responsible for serious symptoms and is 
a curable condition. 


CasE REPORT 

A 5l-year-old cloth-dyer attended the out-patient depart- 
ment in May, 1959, complaining of aching pain, which 
radiated from the upper lumbar spine round the left costal 
margin to the epigastrium. This pain had troubled him 
almost every day for six months ; it occurred half an hour 
after meals and was relieved by vomiting. Examination 
revealed no abnormality, and a barium meal had shown 
normal radiological outlines of the stomach and duodenum. 





i ae ood of part of the gastrectomy s —_ The lipoma is 

seen in portion of the anterior wall of the pyloric antrum. 

The mucosa has been in over the anee of the tumour to 
show its lobulated appearance. The duodenum is on the left. 


The patient was admitted on July 24, 1959, four hours 
after the onset of severe upper abdominal pain associated 
with vomiting. He was pale and sweating. His abdomen 
was frigid, with generalized tenderness. There was 
diminution of the normal area of liver dullness and bowel 
sounds could not be heard. A diagnosis of perforated 
peptic ulcer was made and he was prepared for operation. 

At laparotomy a large quantity of gas and fluid was found 
in the peritoneal cavity, and there was a perforated chronic 
ulcer on the anterior wall of the first part of the duodenum. 
The perforation was closed and the peritoneum aspirated. 

On further examination of the stomach a soft mobile 
mass was felt in the anterior wall of the pyloric antrum. 
In view of this finding, and in the presence of a chronic 
duodenal ulcer, it was decided to perform a high partial 
gastrectomy. 

Pathology.—The specimen (see Fig.) was later opened 
along the lesser curvature and the mucosa incised over the 
tumour. The typical appearances of a lobulated fatty 
tumour were seen in the anterior wall of the pyloric antrum. 
The tumour, measuring 5 by 4 by 2.5 cm., was sessile, 
projecting into the lumen. The overlying mucosa was 
smooth and not eroded, but elsewhere the stomach showed 
normal rugae. Microscopy revealed typical adipose tissue 
beneath atrophic gastric mucous membrane. 


COMMENT 
With the knowledge that the patient had a duodenal 
ulcer, it is difficult to correlate any of his symptoms with 


the presence of the tumour in his stomach. Symptoms 
attributed to gastric lipomata are usually the result of 
overlying ulceration. Prominent among these is 
haemorrhage, which has occurred in 61% of cases 
reported (Ramos et al., 1958). The haemorrhage may 
be insidious, or massive and life-threatening as in the 
case reported by Cassel and Guccione (1955). Other 
dyspeptic symptoms, such as epigastric discomfort, 
anorexia, nausea, and vomiting, figure frequently in the 
recorded case-histories. Symptoms directly attributable 
to the size and position of the tumour may occur ; 
Hobbs and Cohen (1946) described a case in which a 
pedunculated lipoma caused intermittent obstruction by 
prolapsing into the pylorus. 

These tumours are seldom diagnosed before 
operation. Moore (1924) described certain radiological 
features suggestive of benign tumours of the stomach: 
they produce a circumscribed filling defect with a 
punched-out appearance ; the filling defect is not usually 
on the curvatures; the rugae surrounding a_ benign 
tumour are more nearly normal in arrangement and 
distribution than in inflammatory or malignant lesions ; 
there is little or no disturbance in emptying of the 
stomach, except when the lesion is near the pylorus ; 
and there is no evidence of spasm as suggested by a 
niche or an incisura. In one case (Skorneck, 1952) a 
translucent area on a plain radiograph of the abdomen 
was found to correspond in outline with a filling defect 
in the stomach at barium-meal examination, and a 
correct pre-operative diagnosis of gastric lipoma was 
made. Gastric lipomata have been found in adults 
between the ages of 27 and 84, with no significant 
difference between the sexes. Some authors postulate 
their presence at birth. A familial tendency to form 
lipomata in other parts of the body has been noted 
(Rumold, 1941). Others believe that chronic irritation, 


- producing a low-grade inflammatory disorder in the 


stomach wall, may play a part. 

Lipomata usually occur in the submucous layer of 
the stomach, but may be subserous. 80% of these 
tumours have been at the pyloric end of the stomach. 
Multiple gastric lipomata have been described on three 
occasions. The coexistence of a duodenal ulcer with a 
lipoma of the stomach has not previously been noted. 

The treatment of a gastric lipoma consists of resection 
of the involved portion of.the stomach. No case of 
recurrence after removal has been reported. 

Salford Royal Hospital. H. J. Done, F.R.C.S. 


REFERENCES 
Cassel, M. A., and Guccione, J. B. (1955). A.M.A. Arch. Surg., 
70, 598. 


Hobbs, W. H., and Cohen, S. E. (1946). im! if jue 71, 505. 
Moore, B a 924). Amer. J. Roent enol., 
Palmer, E. D. (1951). Medicine (Balt more): "36,1 


A. 
E. 
Ramos, E. ae Einsel, I. H., Tweeddale, D. N and” Thompson, 
His 1958). Amer. J. ” digest. cy a 232. 
ES 7 . J. (1941). Surgery, 10, 2 
ce a B, (1952). fe 5 ich , a Med., 89, 615. 
Yoon, ik. and ene F. (1958). Amer. J. Surg.. 96, 453. 





Scottish Health Statistics 1959 (H.M.S.O., Edinburgh, 
price 21s. net) is a volume of 196 pages containing a mass 
of information in tabular form about the health of the 
people of Scotland and about the health services available 
to them. The volume is divided into 13 sections, covering 
population and vital statistics, morbidity and mortality, 
maternity and infant welfare services, general medical 
services, hospital and specialist services, dental services, 
food and drug administration, mental health, and the cost 
of the health services. 
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CLINICAL PHARMACOLOGY 


Clinical Pharmacology, By D. R. Laurence, M.D., M.R.C.P., 

and R. Moulton, M.B. (Pp. 490+ viii. 32s.) ‘London: J. and 

A. Churchill, Ltd. 1960. 
This is a very good book. In their preface the authors 
state, “This book is offeted as a reasonably brief 
Solution to the problem of combining practical clinical 
utility with some account of pharmacology.” Though 
intended primarily for medical students in their clinical 
years and for those newly qualified, it will be of great 
value to all practising doctors. There are 490 pages 
{including appendices and index), many useful sum- 
marizing tables, very few figures, and practically no 
chemical formulae. The style of writing is concise 
and forthright, both facts and views being presented 
with refreshing clarity. The text is much enlivened 
by well-chosen historical commentaries and case 
histories to illustrate particular points, and there are 
enough selected references to introduce the inquiring 
student to the relevant original literature. 

The subject matter of the book is generally presented 
under the headings used in most tests of pharmacology. 
The value and possible harmful results of drug therapy, 
the importance of placebo effects, the development of 
new drugs, and the design of therapeutic trials are 
discussed in a manner which sets the tone for the whole 
book. The information throughout is accurate, with 
one or two minor exceptions not worth detailing in 
a review, and as up to date as desirable in a textbook. 
Official or approved names of drugs are used through- 
out, but numerous proprietary names are mentioned 
as well, both in the text and in the index. This is a 
most helpful feature, but could not the index contain 
page references to proprietary as well as to official 
names ? 

Clinical Pharmacology will be deservedly popular 
with students, who will appreciate its modest price. 
I recommend the book highly. 

C. A. KEELE. 


CELL OF SCHWANN 


The Cell of Schwann. By Gilbert Causey, M.B., F.R.C.S. 
Foreword by Sir James Paterson Ross, K.C.V.O., M.S., 
P.R.C.S.,  Hon.F.A.C.S., Hon.F.R.A.C.S., Hon.LL.D. 
Glasgow. (Pp. 120+xi; illustrated. 21s.) Edinburgh and 
London: E. and S. Livingstone, Ltd. 1960. 

In the early days of the compound achromatic micro- 

scope Theodor Schwann—who had had the good fortune 

to work with Johannes Miiller—turned his attention to a 

study of the cells of the nervous system. His friend 

and fellow-pupil Schleiden, who worked in the adjacent 
faculty of botany at Louvain, demonstrated to him the 
nuclei in vegetable cells, thus reminding him of similar 

bodies in the cells of the dorsal cord. In the year 1839 

Schwann reported the similarities which he had observed 

between the cells of the animal and vegetable kingdoms, 

thereby providing a concrete foundation on which 

Virchow later built. 


Schwann found that the cell which now bears his 
name was eminently suitable for study because of the 
readiness with which it could be displayed on the micro- 


scope stage. For the same reason it has proved attractive 
to those who are privileged to be pioneers in electron- 
microscopy. Professor Causey is to be congratulated 
on focusing attention on the cell which Schwann so 
admirably described and which has now been studied in 
considerable detail. The relationship of the endoneurial 
nuclei to those of the Schwann cells, and the likely 
origins of the mesaxons and of the collagen and reticulin 
supporting sheaths are discussed in detail, and also the 
implications of electron-microscopic discoveries on 
our present theories concerning the origin of 
tumours of nerves. The difficulties of inter- 
pretation which confront the electron-microscopist are 
impressed on the reader, and in certain parts of the 
book he is enabled, as it were, to share in the discoveries 
which the instrument has provided. He is, however, 
often left in doubt about the significance of some of the 
findings. Indeed, it.is surprising to learn how many 
controversial issues remain undecided and how much 
confusion still exists over nomenclature. 

The monograph—which incidentally would be the 
better for an index—is by no means confined to electron- 
microscopy, for it contains a great deal of information 
on all aspects of this cell and of the related oligodendro- 
cyte and capsule cell of the sympathetic ganglia. The 
role of these satellite cells constitutes an as yet not 
completely answered question in neurophysiology. and 
its importance is stressed. 

W. H. MCMENEMEY. 


ROENTGENOGRAPHIC POSITIONS 


Atlas of Roentgenographic Positions. By Vinita Merrill,\ 
In two volumes. (Pp. Vol. I: 1-292; Vol. Il: 293-664: 
illustrated. £12.) Second edition. St. Louis: C. V. Mosby 
Company. London: Henry Kimpton. 1959, 
This work sets out not only to put before the radio- 
grapher a survey, excellently compiled, of the positions 
and methods in all branches of radiography, but also 
to present clearly and concisely the elements of anatomy. 
The whole work is divided into sections for the 
various parts of the body, and as an introduction to 
each section the anatomy of the area in question is 
simply and accurately explained, thus making the 
descriptions of the technique more readily understood 
and the learning of positioning easier. The terminology 
has been revised from the previous edition of 1949, 
and the author has been at pains to explain the difference 
between the word “ projection ’ (which is used through- 
out this book) and the word “ view” more commonly 
used in Great Britain. This ensures that the reader 
will not become confused, particularly when oblique 
positions are being referred to. The work is profusely 
illustrated with excellent radiographs. 


A little more could perhaps have been said about 
body-section radiography, such as tomography, which 
was touched on very lightly. Positioning in the operating- 
theatre could also have been elaborated a little more. 
but these are minor criticisms of a work of high quality. 
These two volumes compare very favourably with other 
world-renowned works of this kind. The author has 
taken care of details and yet holds the attention through- 
out each section. The clarity of the diagrams illustrating 
the anatomy and localization points would be hard to 
surpass. The reader’s interest is aroused from the 
moment he turns the cover on finding on the inside 
attractive sketches of the heads of seven of the most 
famous pioneers of electricity, whose work culminated 
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in the discovery of x rays. The work is to be com- 
mended to all who are engaged in radiographic work. 


S. COCHRANE SHANKS. 


SUBVERSION OF CHARACTER 


The Freudian Ethic. -By Richard La Piere. (Pp. 299+x. 

25s.) London: George Allen and Unwin, Ltd. 1960. 
Professor La Piere, like many modern sociologists, is 
concerned with what Dr. Franz Alexander calls the 
Western mind in transition. He goes much further 
than Dr. Alexander, however, and indicates this by his 
subtitle, ““An Analysis of the Subversion of Western 
Character.” Although he expressly disavows any 
intention to attribute this subversion to “the Freudian 
Doctrine of Man,” he is convinced that the spread of 
what he takes to be Freudian views on life will hasten 
the disintegration of the “Protestant Ethic,” which, 
if unchecked, will lead to disaster, in the United States 
at any rate. For it was, it would seem, the Protestant 
Ethic that was responsible for the self-reliance and 
enterprise of the West. By way of example he singles 
out the “ permissive” system of child-upbringing, the 
“ progressive ” school, the alleged “condonation” of 
crime, and the cult of “security,” all of which 
concordant tendencies, he feels, are sustained by 
Freudian theory. 

It is a pity that Professor La Piere should have been 
distracted by this particular bee; in the first place 
because his grasp of Freudian principles and their 
implications is none too strong; and in the second 
because he does not distinguish between qualified 
Freudian opinion and the practices of educational and 
social faddists. These, one gathers, flourish more 


rapidly in the United States than elsewhere ; although . 


we, too, have our share of faddists, including sometimes 
both psychiatrists and psycho-analysts. 

When, however, the author succeeds in forgetting his 
obsession with what he conceives to be Freudian 
doctrine, as he does in the last third of his book, he 
reveals himself as a sociologist of considerable 
penetration. His analyses of the “new bourgeoisie,” 
“modern guildism,” and “ political maternalism” are 
well worthy of consideration. All that is lacking is a 
constructive political philosophy calculated to arrest 
the seeming decay of which Professor La Piere is so 
fearful. 

EDWARD GLOVER. 


SOME VIRUS DISEASES 


Newer Virus Diseases. Clinical Differentiation of Acute 
Respiratory Infections. By John M. Adams, M.D., Ph.D. 
(Pp. 292+xvi; illustrated. 40s.) New York and London: 
The Macmillan Company. 1960. 
This book has a pleasant format and is not as long as 
its 292 pages might suggest. The author is a professor 
of paediatrics who has for many years been interested 
in virus disease of the respiratory tract, and has made 
a special study of the relation between measles and 
dog distemper. The book is intended for the practising 
physician. There is a chapter on influenza and para- 
influenza virus infections, and others on adenovirus 
diseases, enterovirus diseases, measles, distemper, and 
primary pneumonitis, and on Q fever, psittacosis, and 
leptospirosis. There are brief descriptions of strepto- 
coccal infections, diphtheria, and fungal infections of 


the respiratory tract, and also of some probable virus 
diseases such as infectious mononucleosis. These are 
presumably included because they may enter into the 
differential diagnosis of respiratory virus infections. It 
is interesting to find also a discussion of sudden 
unexpected death in infancy. 

The book is on the whole easy to read, though some 
phrases are ambiguous and there are some inaccuracies, 
such as the statement (p. 252) that Andrewes et al. 
(1951) “ showed differences with chilling and exposure 
so far as susceptibility of human volunteers [to common 
colds] was concerned.” The author has reviewed most 
of the very recent literature remarkably well, and there 
is a good section on the management of cases of 
suspected respiratory virus infection. Nevertheless, it 
seems to the reviewer that an attempt has been made 
to cover too wide a field, so that the book is marred 
by some very elementary or fragmentary sections such 
as those on anatomy and physiology, arbor virus 
infections, and primary tuberculosis. 

D. A. J. TYRRELL. 


MEASURING pH 


A Symposium on pH and Blood Gas Measurement: Methods 

and Interpretation. Edited by Ronald F. Woolmer, V.R.D., 

B.A., B.M., F.F.A.R.C.S: Assisted by Joy Parkinson, B.A. 

(Pp. 210+viii; illustrated. 30s.) London: J. and A. 

Churchill, Ltd. 1959. 
As students, many of us felt that we had reached the 
zenith of scientific attainment when we understood that 
pH represented a certain degree of acidity or alkalinity 
in terms of hydrogen-ion concentration. Fortunately 
there were others with more inquiring minds who 
realized that this basic fact had a deeper significance , 
and now a relationship between lungs, kidneys, and the 
maintenance of pH has been built up which extends far 
beyond academic study to embrace life and death itself. 
This symposium reports the work, the thoughts, and 
the hopes of some 25 experts expressed at a meeting 
held in December, 1958. If the foresight in bringing 
together research workers, clinicians, anaesthetists, and 
instrument manufacturers on common ground was not 
rewarded by firm conclusions, it nevertheless provided 
a vast supply of information on a complex subject. 

Professor Woolmer has marshalled and edited this 
material with remarkable efficiency in a compact and 
convenient form for all who may be interested. Nowhere 
else can so much up-to-date knowledge be found within 
so small a compass, and this book may well be regarded 
as a “ Recent Advances” in the subject. Since few can 
afford to remain in total ignorance of this complicated, 
yet essential, aspect of biochemical physiology, it is 
unfortunate that little guidance is given to the practising 
clinician, and, unless the reader has a better than average 
grasp of the subject, such a wealth of erudition will 
confound rather than enlighten. 

R. Bryce-SMITH. 


THE ELDERLY 


Social and Medical Problems of the Elderly. By Kenneth 
Hazel, M.R.C.P., M.R.C.P.E., D.P.M. (Pp. 216. 30s.) 
London: Hutchinson Medical Publications. 1960. 
It is difficult to see to whom this work is addressed. 
The general practitioner will find in it a restatement of 
the very well known difficulties of his elderly patients, 
but little mention of the part which he himself plays. 
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Certain of the statistics and references will be helpful 
to the medical officer of health and the geriatric 
physician. The latter will find little that is new in the 
statement of the problem or in the description of his 
part in solving it, whereas he will be able to cap each 
quoted medico-social history with a hundred from his 
own experience. If the general, non-medical reader is 
the target, it is doubtful if he will face up either to the 
medical parlance or to such detailed descriptions as how 
precisely to lay out a geriatric hospital case-history, or 
how to test for occult blood in faeces. The author 
claims to have used simple language for the layman in 
his medical sections, but much of his subject-matter 
does not lend itself to this handling, and it is no solution 
to have used an occasional medical colloquialism. 

The elderly have in Dr. Hazell a strong advocate in 
their case for better social conditions—and their case 
needs to be repeatedly made—but his book does not 
adequately bring out the point that so often it is the 
arrival of disability and degenerative disease, rather than 
social deprivation, which brings a patient low.. There 
is much useful information here, but the uninitiated 
may find it hard to decide how much is fact and how 
much the author’s opinion, for some of his local 
experiences are given the appearance of universal truths. 
Unfortunately some of the contents of chapters and 
sections are not consistent with their headings, and the 
layout leads inevitably to repetitions. The reader might, 
for this price, expect a higher standard of book 
production and typographical accuracy. Clearly this 
book was intended not as a textbook but as a tract for 
the times. Since, however, geriatric medicine is rapidly 
advancing and many of the measures suggested have 
already been adopted in some parts of Great Britain, 
the times may claim to some extent to be in advance of 
the tract. 

J. N. AGATE. 


PRACTITIONER’S HANDBOOK 


The Practitioner's gg eee Edited by William A. R. 
Thomson, M.D. (Pp. 711+xxiv. 63s.) London: Cassell 
and Co., Ltd. 1960, 


No one who is conversant with the high standard of the 
articles in the Practitioner will be surprised at the 
excellence of this collection from the series appearing 
in that journal under the title “ Revision Corner.” The 
original intention in 1946 was to run the series for a 
year to assist in the rehabilitation of ex-Service doctors 
in certain aspects of civilian practice, particularly in 
paediatrics and diseases of women. The articles proved 
so successful, however, that this feature has been 
maintained, and some three hundred of them have now 
been revised and published in this book. The title 
“ Handbook” is something of a misnomer, as the 
handsome volume requires at least two hands or 
preferably a book rest to hold it. 

This is not an academic textbook, nor a review of 
recent advances, but a practitioner’s vade-mecum on 
these subjects which he will continually encounter in his 
everyday work, and which are seldom dealt with 
adequately in conventional textbooks — nail-biting, 
halitosis, ingrowing toe-nail, chapped hands, night 
cramps, the emergency treatment of toothache, and so 
forth. The contents of the book are not, however, by 
any means confined to minor maladies, as the diagnosis 
and treatment of many common diseases are also 
described. It is sometimes a little difficult to understand 


why certain subjects are included rather than others. 


For instance, the treatment of Addison’s disease is 
sandwiched between toxic goitre and female sex 
hormones ; it is almost as if one were to see a hoopoe 
or capercailzie sitting on a telegraph wire between a 
sparrow and a starling. But perhaps it is not so 
surprising after all, for it may be essential for the 
practitioner of the future to be entirely conversant with 
the management of patients whose adrenal cortices have 
been enucleated by the surgeon or rendered dormant by 
the physician’s steroid therapy. This is a first-class book 
and one which any practitioner can be strongly 
recommended to buy with his Christmas book tokens. 


Derrick DUNLOP 


OPHTHALMIC NURSING 
Ophthalmic Seeing, By J. B. Foster, af Py {Cantab, » } M.B.. 


B.S., D.O.(Melb.), D.O.M.S.(Lond.), CS., F.R.A.C:S. 
Pp. 134+x; illustrated. 21s.) Pine Angus and 
obertson. i9 


To provide a textbook of ophthalmic nursing which 
will include all the information necessary for 
qualification in this branch of nursing would require a 
substantially larger book than the one at present under 
review. There are, however, certain aspects of 
ophthalmic nursing, part:cularly the pre- and _post- 
operative ward nursing techniques and the important 
subject of theatre nursing, which are worthy of detailed 
consideration. These aspects of the subject have been 
fully and carefully treated by the author, and the 
detailed description of the care of eye instruments and 
methods of sterilization will be of great assistance to 
the nurse during her theatre training. 

In contrast to this, the subjects of glasses and 
refractive errors are summarily dealt with in less than 
a page and a half. The anatomy of the eye and orbit 
and the physiology of the ocular structures form a 
fascinating foundation upon which a nurse undergoing 
ophthalmic training can base her interest in the eye 
diseases and surgical procedures which she encounters. 
These subjects are dealt with in the second chapter with 
a degree of simplicity which almost presupposes that 
the reader of the book will not be able to assimilate a 
more scientific description. 

The author has provided an excellent introduction to 
ophthalmic nursing, but would almost certainly have 
widened its appeal by amplifying the earlier chapters 
and yet retaining the detailed approach to the subjects 
considered in the Jater part of the book. 


J. R. Hupson. 


PAEDIATRIC PATHOLOGY 


Pediatric Pathology. By Daniel Stowens, M.D. (Pp. 676+ 
re . oeerewe. £8.) London: Baillitre, Tindall and Cox, 


It is the avowed intention of the author of this very 
American book to show that the pathology of children’s 
diseases is truly a subspecialty of general pathology, but 
while his emphasis is usually on the younger age groups 
a great deal of the matter will be found equally well 
discussed in the general pathology books. What, indeed, 
to leave out, as properly the concern of general 
pathology, has perplexed other writers on paediatric 
pathology. 

Going against the present fashion of multiple 
authorship, Dr. Stowens is responsible for the whole of 
the contents of this book, and this lends a feeling of 
coherence and even perhaps of tranquillity to the 
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text. The pictures, nearly all photomicrographs, are 
particularly well chosen and illustrate their points with 
admirable clarity. 

Diseases of the physical systems are handled in the 
routine manner ; disease groups according to cause are 
considered, and erythroblastosis foetalis is given a 
chapter to itself. In a one-man band such as this there 
is bound to be some unevenness of volume and tone. 
Thus, the central nervous system may be singled out as 
being most faithfully dealt with, but the section on 
sudden and unexpected death in infancy is not of the 
same standard and in view of the current interest in the 
subject might well have been less hypothetically tackled. 
In all, however, Dr. Stowens has produced a book which 
will give the children to whom it is dedicated well- 
merited pride and make those concerned with the 
teaching of paediatric pathology bless him. 

]. A. B. CATHIE. 


BIOLOGY IN ISRAEL 


Medical and Biological Research in Israel. Edited by Moshe 
Prywes. (Pp. 562+ xix; illustrated. $8.) Jerusalem: Hebrew 
University of Jerusalem; Hadassah, the Women’s Zionist 
Organization of America; Rubin Mass, Publishers. 1969. 
To Sir Frederick Treves in 1912 Palestine was The Land 
that is Desolate, and the account of the country given in 
his book well justifies that title. At that time Palestine 
was under Turkish rule. After the war of 1914-18 it 
became British Mandated Territory and conditions 
became better. In 1948 the State of Israel was formed, 
and since that time a remarkable upsurge of vitality has 
altered the face of the land. This volume, to which 60 
writers contribute, is a kind of intellectual stocktaking 
of what has been accomplished in every branch 
of medical and biological research during the first 


ten years of the’ State’s existence. It is an impressive 


record. 

In an introductory section some account is given of the 
main institutions which have made possible this rapid 
progress—the Hebrew University of Jerusalem, the 
Hadassah Organization, the Weizmann Institute of 
Science, and the Institutes of Biological Research and 
of Agriculture. The Ministries of Health and of 
Agriculture co-ordinate these activities. The achieve- 
ments are astonisning. Land which was desolate is 
beginning to blossom. Waste areas are becoming fertile. 
Pastures neglected for centuries are being renewed. 
There are even prospects of cultivation in the desert. 
For a population of 2 million there are 5,000 doctors 
and the average length of life has been increased by 
several years. 

Every branch of medical research is being eageriy 
pursued. and the recent award of the Robert Jones medal 
to Dr. Makin, of Jerusalem, for his work on osteogenesis 
shows that these researches are having an impact on 
other countries. _We were impressed by the serious 
comprehensiveness of the Oath of the Hebrew Physician 
taken by the graduates of the university, and we were 
interested, but slightly surprised, to learn that in the 
Israeli State military service is compulsory for both men 
and women. For several thousand years Palestine has 
been the troubled site of military conquest, which pre- 
vented full economic development. This is the first 
time that scientific researches have been applied on 
such a scale, and the remarkable results deserved to 


be recorded. 
ZACHARY COPE. 
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BOOKS RECEIVED 


Review is not precluded by notice here of books recently received. 


The Dying Art. By John Playfair. (Pp. 223. 15s.) London: 
Gerald Duckworth and Co., Ltd. 1969. 
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ORAL TREATMENT OF DIABETES 
MELLITUS 


The successful treatment of some patients suffering 
from mild diabetes with an orally administered 
sulphonylurea was first reported five years ago. The 
effectiveness of this therapy is undisputed, and about 
20% of all diabetics in most countries are now being 
so treated. There is complete agreement that, in 
general, only patients who developed mild stable 
diabetes when aged over 35 years respond to a 
sulphonylurea. The majority of these can, however, 
be controlled by diet alone, and the initial tendency 
to substitute a sulphonylurea for dietary restriction 
has largely been abandoned. It is also accepted that 
patients treated with a sulphonylurea must eat no 
more food than that which provides the calories that 
they need. Despite this universal agreement on the 
general therapeutic use of these drugs it is worth 
while examining some points which are either 
insufficiently appreciated or about which there 
remains some dispute. 

In the countries of the Commonwealth and in 
North America two sulphonylureas are used, 
tolbutamide and chlorpropamide. Because of 
differences in the rate of their inactivation in and 
excretion from the body the dosage and frequency of 
administration of these two compounds differ.” 
Tolbutamide must be given twice daily, morning and 
evening, the average daily dose being 1.0 to 3.0 g.; 
chlorpropamide, in a dose of 0.1 to 0.3 g., need be 
given only once daily. 

Treatment with a sulphonylurea, unlike insulin, 
causes no significant reduction in the amount by 
which the glucose in the blood rises after meals, so 
that the pre-treatment curves showing the degree of 
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change in the daily levels are unaltered, though the 
absolute values are much lower.?_ For this reason 
diabetic control cannot be properly assessed if the 
only specimens of urine tested for glucose are those 
passed before breakfast; these merely reflect the 
lowest blood-glucose concentration. Specimens of 
urine passed before and two to three hours after the 
main evening meal must also be tested, since these 
reflect respectively the rising level of blood glucose 
during the day and its post-prandial rise. Patients 
should test these three specimens once or twice 
weekly in order to confirm that control is adequate 
and to recognize any deterioration. 

Sustained deterioration is most often due to dietary 
excesses, but in a proportion of patients, the so-called 
“ secondary failures,” it results from the development 
of resistance to the hypoglycaemic action of the 
sulphonylurea. The published data suggest that from 
5 to 25% of patients being treated at any given time 
will become secondary failures within the following 
year® © ; the incidence is greatest when a sulphonyl- 
urea is used for the treatment only of patients who 
cannot be controlled by diet alone and when control 
is properly assessed and only a high standard 
accepted. 

Mild skin or gastro-intestinal side-effects occur in 
3 to 5% of patients treated with tolbutamide or 
chlorpropamide. No serious haemopoetic, renal, or 
hepatic dysfunctions occur, but chlorpropamide has 
caused jaundice in a few patients given 0.5 g. or more 
daily." Patients treated with a sulphonylurea alone 
seldom experience hypoglycaemic reactions. Exces- 
sive doses of chlorpropamide will, however, cause 
marked hypoglycaemia, which may last for 36 hours 
owing to the drug’s slow excretion® ; no more than 
0.3 g. of chlorpropamide should be given daily for the 
first few weeks of treatment. 

Administration of insulin and a sulphonylurea 
together greatly increases the risks of hypoglycaemia. 
and insulin should be discontinued before attempting 
to substitute a sulphonylurea. A few patients 
controlled with as little as 24 units of insulin daily 
rapidly develop ketosis when insulin is stopped, so 
that the attempt to transfer insulin-taking diabetics 
must be carefully supervised; stable diabetics 
requiring more than 30 to 40 units of insulin daily are 
rarely controlled by a sulphonylurea. Combined 
treatment with a sulphonylurea and insulin does not 
facilitate or improve control in insulin-dependent 
diabetics.? Combined therapy is justified only in 


stable diabetics poorly controlled by large daily doses 
of insulin, up to 200 units ; the sulphonylurea often 
reduces the insulin requirement and leads to marked 
improvement in control.’ ® 
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Tolbutamide and chlorpropamide are equally 
effective and safe. Nevertheless, daily treatment with 
chlorpropamide is cheaper, its administration once 
daily is more convenient, and hypoglycaemia should 
not occur if treatment is properly initiated and 
supervised. The mode of action of the sulphonylureas 
is not yet exactly known. Their hypoglycaemic effect 
is unlikely to be entirely due to the action of the 
increased amounts of insulin which they cause the 
pancreas to liberate, and there is evidence that the 
lowering of glucose in the blood is partly due to their 
directly reducing | the release of glucose from the 
liver.? 

Two diguanides, phenformin (“dibotin”) and 
metformin (“glucophage”) have been recently 
introduced as oral hypoglycaemic agents. Their 
mode of action is unknown, but it differs from that 
of the sulphonylureas.? *° Although their adminis- 
tration may reduce the insulin requirements of many 
insulin-dependent diabetics there is no confirmation 
of the early view that this combined treatment 
facilitated and improved control in such patients.** ** 
The diguanides have a hypoglycaemic effect in nearly 
all mild diabetics responsive to the sulphonylureas 


and in many stable diabetics primarily or secondarily . 


resistant to the latter compounds. Many of these 
patients may be controlled by treatment with a 
diguanide alone; however, to be effective the drug 
generally has to be administered in dosage sufficiently 
large to cause anorexia, nausea, vomiting, or 
diarrhoea in most patients. Nevertheless, many 
diabetics who have become partially resistant to the 
sulphonylureas can be well controlled by daily 
combined treatment with a sulphonylurea and a dose 
of diguanide small enough not to produce these side- 
effects—50 to 75 mg. of phenformin or 0.5 to 1.5 g. 
of metformin daily.‘ }*** This would seem to be the 
main use of the diguanides, though it is too early to 
dogmatize on their eventual place in therapeutics. 
The sulphonylureas have greatly changed the 
pattern of diabetic therapy and provide a welcome 
relief for patients who would otherwise have had to 
inject themselves with insulin. Nevertheless, much 
the most serious consequence of diabetes to-day is 
the all-too-frequent development of vascular disease, 
retinopathy, and nephropathy. These are almost 
certainly due to metabolic disturbances resulting from 
inadequate insulin action, since they occur in 
patients with diabetes due to pancreatitis or 
haemochromatosis'® and are commoner in long- 
standing diabetics whose disease has been poorly 
controlled. These facts suggest that their develop- 
ment and progression could be delayed by really 
scrupulous diabetic control with insulin, and there is 


4 


evidence that this is so. Should the oral hypo- 
glycaemic agents turn out to be less effective in this 
respect their convenience would be dearly bought. 








CAT-SCRATCH DISEASE 


Cat-scratch disease, cat-scratch fever, or benign 
lymphoreticulosis was first described ten years ago 
in France by R. Debré and colleagues,’ though both 
Debré and Lee Foshay in the U.S.A. had recognized 
the disease for several years before that.? Subse- 
quently cases have been reported from all over the 
world and several series have been analysed.** So 
far as is known it affects only man and one species 
of ape. Cats presumably act as carriers, but animals 
known to have transmitted the disease have usually 
been in good health. There have been several 
attempts to pin-point the causative agent, but with 
only partial success. 

The clinica! picture is basically that of a benign 
regional adenitis without lymphangitis, with a 
primary lesion at the site of inoculation in 25 to 50% 
of cases. Close contact with a cat is recorded in 
about 90% of cases,** and this takes the form of a 
scratch in about half. The disease, typical in all 
respects, has followed other kinds of scratches—such 
as from a rose thorn or pork bone*—and occasionally 
in the absence of any distinctive history. 

The incubation period from exposure to the onset 
of adenitis averages 7 to 14 days, with a range of 3 to 
61 days. The primary lesion at the site of inoculation 
precedes the adenitis by 4 to 7 days and takes the 
form of an erythematous nodule or papule 
surmounted by a vesicle or pustule and later a scab. 
The regional lymph-nodes enlarge sometimes to a 
considerable size, without much pain, though they are 
often tender. The axillary nodes are most frequently 
involved, the cervical and inguinal nodes’ less so, and 
other nodes rarely. An oculo-glandular syndrome* 
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has occasionally been reported. The stage of 
regional adenitis is usually accompanied by fever and 
malaise for a week or two. They subside spon- 
taneously, though the enlarged nodes may persist for 
several weeks and sometimes suppurate. 

Unusual accompaniments of this benign lympho- 
reticulosis are a generalized maculo-papular rash, 
erythema nodosum, abdominz! ‘pain, encephalitis, 
pneumonia,’ and thrombocytopenia." The most 
alarming of these complications, encephalitis, has 
been reviewed by E. M. Paxson and R. J. McKay," 
who found fever, convulsions, coma, muscle weak- 
ness, and neck rigidity to be the main features. The 
cerebrospinal fluid was usually normal or had a 
slight increase in white cells and protein. Complete 
recovery within two weeks was the rule. 

When the clinician encounters subacute regional 
adenitis, cat-scratch disease should be considered, and 
if the axillary nodes are affected that diagnosis will 
probably be correct. Other conditions from which 
it has to be differentiated include pyogenic adenitis ; 
tuberculous adenitis, especially in the neck ; lympho- 
granuloma venereum, especially in the groin; 
glandular fever ; tularaemia ; and Hodgkin’s disease. 
Diagnostic confirmation of cat-scratch disease may be 
sought from an intradermal test using diluted and 
heat-inactivated pus from a previous patient.” This, 
when positive, gives a delayed type of reaclion and 
is read like a Mantoux test; 90% of patients with 
the disease show a positive reaction,® while false 
positives are rare.*'* A less specific diagnostic 
procedure is the lymphogranuloma complement- 
fixation test with a commercially prepared antigen.* *° 

The microscopical appearances of an affected node 
are fairly characteristic, though biopsy is not usually 
required for diagnosis. Areas of reticulum-cell 
hyperplasia with infiltration by polymorphs and 
plasma cells mark the early stage; later .micro- 
abscesses form, which may finally coalesce to form 
sterile pus surrounded by epithelioid cells and 
occasional giant cells.** 

Treatment with antibiotics or sulphonamides is 
probably of no benefit,*** but E. Hinden’*® found 
chloramphenicol drops helpful for the conjunctivitis 
of the oculo-glandular form. If suppuration occurs, 
the abscess should be aspirated rather than incised. 

While no epidemic of the disease has been 
recorded, Spaulding and Hennessy* found it was more 
prevalent in winter months during a four-year survey. 
It sometimes affects more than one member of a 
family, but not as a rule, which suggests a low degree 
of infectivity. This was borne out by Mollaret and 
his colleagues,’” ** who could reproduce the disease 
in only one of four human volunteers, and then at the 


fourth inoculation. The same team transmitted the 
disease to monkeys (Aethiops sabaeus). They also 
demonstrated granulo-corpuscles in and around the 
cells in affected lymph-nodes, and intranuclear 
inclusion bodies. They therefore concluded that the 
disease was due to a virus, and, in view of the positive 
lymphogranuloma complement-fixation test, assigned 
the virus to that group. Unfortunately attempts to 
isolate the virus have failed, though recently indirect 
evidence for a virus aetiology has been advanced.'® 
On the other hand, Debré and Job’ failed to transmit 
the disease to monkeys and Winship’* doubted the 
specificity of the inclusion bodies. J. D. Manning and 
J. D. Reid®® and Spaulding and Hennessy* agreed 
that lymphogranuloma complement fixation occur- 
ring in cat-scratch disease was a specific finding, 
though C. Armstrong and colleagues?’ had obtained 
an equal number of positive tests in their controls. 
Sir Samuel Bedson** doubted if the level of titre 
found in the disease was high enough to allow its 
inclusion in the lymphogranuloma group. 

The balance of evidence, admittedly circumstantial, 
indicates the disease to be of virus origin and 
transmitted mainly by the cat. Any public health 
measure to control the reservoir of infection must 
wait on a clearer understanding of the virus and how 
it infects that animal. But clearly there is no call to 
banish from the fireside one of man’s most charming 
and useful companions. 








SCHOOL HEALTH SERVICE 


The school health service was the first of the personal 
health services in this country, but it is fifty years 
and more since it began and there has been surpris- 
ingly little change in,its organization in this period. 
Sir George Newman, Sir Robert Morant, and the 
other designers had so broad a view of the role of 
medicine that, as re-perusal of their reports makes 
plain, achievements have fallen a long way short of 
their ideals. Nevertheless the recent report' of the 
Chief Medical Officer of the Ministry of Education 
amply confirms that the health of children of school 
age has greatly improved, that schools are rarely 
centres for the spread of serious disease, that there 
is a better understanding of the problems of handi- 
capped children, and that the school health service 
has made its own distinct contribution to the 
improving health of the nation. But, despite this 
cheerful picture, it is time to question whether the 
gradual modification of a plan conceived fifty years 
ago for a world that has long since disappeared is 
1 The Health of the School Child—Report of the Chief Medical Officer of 
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all that need be done to encourage those who work 
in the school health service to give of their best. 

Some school medical officers believe, perhaps with 
justification, that the climate of medical opinion is 
opposed to the development of the service, and that 
this accounts for the lack of interest in the possibili- 
ties of co-ordinating it with the other paediatric 
services that now exist. But it would certainly be 
unfair to accuse the school health service of standing 
still. In the past twelve years the emergence of child 
guidance from a treatment service for a few children 
into an organization with a positive part to play in 
the prevention of mental ill-health is largely the work 
of the child health services of local authorities. In 
the same way it was the local authorities that took 
on the job of finding the child with defective hearing 
at as early an age as possible and of providing him 
with training and education when he could most 
benefit: with some notable exceptions, hospital 
authorities trailed far behind the school health 
service in this field. Nevertheless it does seem that 
the changes that have taken place in the paediatric 
departments of hospitals and medical schools have 
not been reflected in the services of local authorities. 
Where there has been close co-operation—for 
example, in the arrangements in Bristol for the 
assessment of handicapped children, or in the joint 
child-guidance clinics—the resulting stimulation of 
both sides has worked for a better appreciation of 
the problems—social, educational, psychological, and 
medical—to be posed and solved. 

In other countries different answers have been 
found to this question of organization, and there can 
be few where it is not believed to be of the greatest 
importance to associate the best available in preven- 
tive and social medicine with the life cf the schools. 
In most European countries school doctors and 
paediatricians work closely together, but in Britain 
under the National Health Service most of the 
younger generation of paediatricians have had little 
opportunity to learn what a school doctor is doing 
or trying to do in school. The institutes of child 
health in the universities have varying relations with 
the local authorities in their areas, but it can rarely 
be as close and effective as that of the institutes of 
education with the local education authorities. The 
time is surely ripe for some experiments in this field. 
The suggested reorganization of the government of 
Greater London may bring to an end some of the 
great departments which were pioneers of child health 
and substitute for them 52 autonomous services 
without central direction or help. This could give 
an opportunity for some bold planning in which the 
Ministries ‘ of Health and Education, the local 


F 


authorities and executive don concerned, and the 
University of London could all participate. The aim 
would be to provide for the children of this huge area, 
with all its unique facilities, the best school health 
service that can be devised. 





_ 





PARALYTIC MUMPS 


It has been known for over seventy-five years that 
mumps may be associated with muscular weakness and 
loss of tendon reflexes.: The weakness is particularly 
apt to affect muscles innervated by the cranial nerves 
and is often associated with objective signs of sensory 
disturbance.2, However, the weakness may be confined 
to the muscles of the limbs or trunk, and sensory 
changes may be absent or consist only of pain or 
paraesthesiae.** When this has occurred, only the 
presence of other signs of mumps, such as parotitis or 
orchitis, has enabled the correct clinical diagnosis to be 
made, otherwise the cases would have been indistinguish- 
able from paralytic poliomyelitis. It has long been 
recognized that the far commoner mumps meningitis 
may occur in the absence of other clinical manifestations 
of mumps* and then poses a problem in differential 
diagnosis which only isolation of the virus and sero- 
logical studies can resolve. It is therefore aot 
surprising to learn that the same can be true of the 
less common and less widely recognized “ paralytic 
mumps.” 

E. H. Lennette and colleagues’ have recently 
described eleven cases of a febrile illness associated with 
signs of meningitis and localized muscle weakness. All 
the patients were boys between 24 and 8 years and all 
had received at least one dose of inactivated polio- 
myelitis vaccine. In spite of this, and in spite of the 
occurrence of parotitis in two cases and a history of 
exposure to mumps in nearly every one, all were origin- 
ally diagnosed as spinal paralytic poliomyelitis. How- 
ever, laboratory investigations revealed no evidence of 
poliovirus infection. None of 26 stool samples yielded 
any agent cytopathic for monkey-kidney tissue cultures, 
and tests for neutralizing and complement-fixing anti- 
bodies to the three types of poliovirus showed either 
undetectable levels in both acute and convalescent sera 
or stationary titres. Sera from some of the children 
were tested for complement-fixing antibodies to western 
equine and St. Louis encephalitis and to herpes virus : 
all were negative at a titre of 1/8. In contrast, all 
eleven subjects showed at least a fourfold rise in mumps 
complement-fixing antibody. The authors concluded 
that the paralysis in these children was caused by mumps 
virus. There seems no reason to doubt their inter- 
pretation of the findings, though it is perhaps a pity that 
the faeces were not also tested to exclude Coxsackie 
viruses not cytopathic for primary monkey-kidney cells 
on first isolation. 

} Joffroy, A., Progr. med. (Paris), 1886, 14, 1009. 

2 Dopter, C., Paris méd., 1911, 1, 
«Harrie, W.. and Bothell, H., Lancet, 1938, 2, 422. 
5 Wallgren, A., Acta Paediat. (Uppsala), 1927, 6. 5 53. 


6 Kithara, L., Levens, J., and Enders, J. F . med. Ass., 1949, 140, 934. 
ron H. , Caplan, G. E., and ‘Magoffin, R.L. "Pediatrics, 1960, 25, 788. 








192 Jan. 21, 1961 


PARALYTIC MUMPS 


BRITISH 
MEDICAL JOURNAL 








All eleven patients had fever, stiffness of the neck, 
and local weakness in various groups of muscles. Head- 
ache, vomiting, and stiffness of the back were also noted 
in the majority. Lethargy was recorded in four 
children. In every case the weakness was graded as 
mild or moderate, and two to three months after onset 
only four still had any detectable weakness. In no 
cases was there evidence of respiratory or bulbar 
involvement. All had pleocytosis in the cerebrospinal 
fluid, with over 80% lymphocytes in all but two cases. 
The lowest count recorded was 182 cells per ml. and 
seven had counts of between 300 and 1,500 per ml. It is 
suggested that a clinical picture of mild meningo- 
myelitis in a child, associated with a history of exposure 
to mumps and a cell count in the cerebrospinal fluid of 
more than 300 per ml., predominantly lymphocytes, 
should at least suggest mumps as a possible diagnosis. 
The fact that all the cases were in boys remains 
unexplained. 

The increasing use of poliomyelitis vaccines must 
inevitably throw into relief those diseases which can 
mimic paralytic poliomyelitis. Their correct diagnosis 
assumes a new importance because cases occurring in 
vaccinated individuals will be regarded as vaccine 
failures or even ascribed to the vaccine itself if they are 
reported as poliomyelitis. 


EXTRAMARITAL CONCEPTION IN 
ADOLESCENCE 


A century ago illegitimate births accounted for some 
10% of the total; to-day the figure is less than half of 
what it was then. At that time no record was kept of 
the period elapsing between marriage and the birth of 
the first child in a family, but the experience of recent 
years suggests that the proportion of births taking place 
less than nine months from marriage is also falling. 
Illegitimacy rates have always varied widely from one 
part of the country to another. While mortality rates 
among illegitimate infants are still appreciably higher 
than those of legitimate, they, too, are being reduced. 
Over the years the general—and certainly the official— 
attitude to the unmarried mother has greatly changed, 
from a harsh penal approach to one kindlier and more 
humane. But attitudes to the unmarried mother still 
vary widely, heavily coloured by the background of the 
observer. The morals of some young people are 
doubtless no better than they ought to be, but that is 
an old story, and although promiscuity among 
adolescents is causing concern,’ its true prevalence is 
not known. An inquiry now being carried out by the 
Central Council for Health Education may help to 
show the extent of the problem. 

Recently E. W. Anderson, J. C. Kenna, and M. W. 
Hamilton? have studied a group of 62 primigravidae who 
were unmarried and under the age of 18 at the time 
of conception ; these girls were attending an out-patient 
clinic at St. Mary’s Hospital, Manchester. Anderson 
and his co-workers were anxious to obtain data from 
1 The Health cf the School Child—Report of the Chief Medical Officer of 

be eg of Education for the Years 1958 and 1959, 1960, p. 166 


London. 
2 Anderson, E. W., comm. - YG. 





and Hamilton, M. W., Psychiat. et 


Neurol. (Basel), 1960, 


the girls themselves and their families about the circum- 
stances of extramarital pregnancy and reactions to it; 
and they themselves say that perhaps the most important 
point emerging from their study is the need to recognize 
that the factors making for extramarital pregnancy are 
complex and their recognition difficult, so that the 
subject does not lend itself to easy generalization. 
‘Given biological maturity in the boy and girl,” they 
say, “ chance, group mores, varieties of age, intelligence. 
fertility, status, locale, and the effects on individuals of 
economic and ideological change all mount up to a series 
of complex forces that cannot be reduced to a set of 
simple causes.” Clinical and case-work records on 
which most of the observations about unmarried 
mothers have been made have tended to be heavily 
loaded with examples of social failure, of which 
inadequate management of sexual life may represent 
only one aspect. In the Manchester study only two 
girls were sufficiently disturbed emotionally to need 
brief further psychological help, and, while it appeared 
that four girls in all might be considered mild psychiatric 
risks for the future, the general findings did not support 
the assumption that extramarital conception is neces- 
sarily to be taken as signifying “something deviant 
either in the mother or her social group.” 63% of the 
pregnancies were premarital, 37%. remained non- 
legitimized. Relatively many of the girls were drawn 
from the Registrar-General’s social groups IV and V, 
the worst-off end of the social scale, but for the majority 
economic factors were not a serious worry ; the child 
was generally welcome and usually taken into the girl’s 
home. The authors’ conclusions. were that in about 
three-quarters of the cases the pregnancy followed on 
naturally enough from the pursuit of adolescent prac- 
tices normal to the whole society. It arose from a 
choice of mate, usually from the same occupational 
level, and from deliberate association with him. All 
but two of the girls said they had had no previous 
intercourse with other men, but a large majority had 
had repeated sexual experience with their mate, generally 
in firm expectation of marriage. For the majority, the 
permissibility of sexual intercourse lay in established 
personal relationship with the man ; promiscuity as such 
was regarded as wholly unattractive. A quarter of the 
girls had been involved in casual, impulsive, or 
experimental contacts, though five had been the subjects 
of assault: the general context appeared to be 
fortuitous sexual stimulus with some degree of 
passivity on the part of the girl, with an element of 
invitation, conscious or unconscious, difficult to assess. 
That intercourse resulted in conception seemed little 
more significant than biological chance. All the confine- 
ments were easy and uncomplicated. Pointing out that 
“adolescent maternity ” is an arbitrary term, Anderson 
and his co-workers say that their findings do nothing to 
contradict the views of L. Fairfield and others that the 
optimum age from the obstetrical point of view for the 
birth of a first baby may be considerably earlier than 
is generally supposed. 

The authors found that unfortunately sexual 
preparation of their adolescents had been minimial, alike 
in the home—where it ought to have taken place—and 
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in the school. Sex education is not a task for which 
there seems to be much enthusiasm anywhere. The 
opinion of the girls in the Manchester study was that 
such education as they received on the subject at school 
was not of much help, while apparently their mothers 
lacked the knowledge, ability, or willingness to instruct 
them. 


SUPERVOLTAGE RADIOTHERAPY 

In recent years supervoltage radiotherapy has become 
one of the established methods of treating cancer by 
ionizing radiations. The term “supervoltage radio- 
therapy” includes gamma-emitting sources such as 
cobalt-60 and caesium-137 and high-voltage machines 
such as linear accelerators, Van de Graaff generators, 
and betatrons. Because of the rapid developments in 
radiotherapy the International Atomic Energy Agency 
and the World Health Organization invited a study 
group of twenty radiotherapists and physicists from 
twelve countries to review the use of radioisotope tele- 
therapy and supervoltage units. The group was also 
invited to give practical guidance in the use of these 
powerful tools, particularly for the benefit of workers 
in countries where radiotherapy is not yet firmly 
established. This study group, under the chairmanship 
of Professor B. W. Windeyer, of the Meyerstein Institute 
of Radiotherapy, Middlesex Hospital, met in Vienna in 
August, 1959, and their recommendations have been 
published recently by the I.A.E.A.! 

It was agreed that supervoltage radiotherapy should 
be regarded as part of the work of a radiotherapy depart- 
ment and that the larger and better-equipped centres 
should continue to gain experience with electron beams 
and very high energy x-ray therapy. The report recom- 
mends that the important teaching centres in all 
countries should assist in the training of those who are 
to work with these new machines, and also that the two 
sporisoring agencies should support and undertake 
research into the problems of radiation medicine, 
especially in those fields where international co-operation 
is most desirable—for example, in carefully controlled 
clinical trials. A table .in the report shows the 
geographical distribution of supervoltage machines, and 
it can be seen from this that many countries have no 
supervoltage equipment or a totally inadequate number 
of units. In Britain the Ministry of Health has promised 
ten more linear accelerators,? though there is some 
evidence that this number is too small and will need 
review in a few years’ time. Though the true value of 
tadiotherapy cannot be measured in terms of money, 
questions of cost cannot be ignored in selecting new 
equipment. To the initial cost of the unit must be added 
the cost of special buildings, including additional 
protection, and operating and maintenance expenses. 
The type of equipment chosen will usually depend on 
the number of patients to be treated and the amount of 
technical assistance available. 

Results of research now being undertaken in different 
countries will help to answer some of the problems 
1 Use of Radioisotopes and Supervoltage Radiation in Radioteletherapy, 1960. 

International Atomic Energy A: , Vienna. 
? See annotations, Brit. med. J., 1959, 1, 1582. 
* The Faculty of Radiologis ts. Memorandum on the Supply of New Apoee 
tus for Radiotherapy in England and Wales — eng to the Sta: 


Advisory Committee on bert and Radiotherapy for the National 
Health Service. December, 1958. 





which have arisen during the development of super- 
voltage therapy. Investigations include clinical trials to 
determine the dose of radiation which is lethal to various 
tumours, to compare the results of radical surgery and 
radical radiotherapy, to study methods of increasing 
the tumour sensitivity, and to define the maximum 
tolerance of normal organs. It seems likely that future 
progress will be made not in the development of larger 
and more powerful apparatus but by the more effective 
use of the radiations from these supervoltage units. 


MORE ABOUT DISTINCTION AWARDS 
Some of the most interesting of the many tables in the 
Royal Commission’s report! were those which gave 
information about consultant distinction awards. The 
figures were all the more interesting because they had 
never been published before. Here, for the first time, 
were set out the percentage of these awards held by 
consultants in teaching hospitals ; an analysis by ages of 
those receiving awards ; and the distribution of awards 
by hospital regions, by specialties, and between whole- 
and part-time consultants. The figures were supplied by 
the Health Departments, and set out the position at the 
end of 1958. Continuing the good work, the Ministry 
of Health gave the latest figures for England and Wales 
in its last report.” 

Consultants have always exhibited an understandable 
restiveness about obscurities in the administration of 
the distinction award scheme, which is so much part of 
their livelihood. Those whose lot has been to work at 
a distance from academic centres, or “ in the periphery ” 
as the jargon goes, have tended to feel that there is no 
enchantment in distance and that out of sight can be 
equivalent to being out of mind. Some twe years ago* 
the Central Consultants and Specialists Committee of 
the B.M.A. reaffirmed a previous decision—in 1956— 
that it would be undesirable to abolish the distinction 
award system, and it also maintained that the awards 
should continue to be distributed secretly. But at the 
same time it also asked Lord Moran, the Chairman of 
the Advisory Committee, who was present at the meet- 
ing, if something could be done which would increase 
the confidence of consultants at the periphery in the 
machinery for making awards. In particular he was 
asked if, at intervals of about 3 to 4 years, consultants 
could be invited to send to the Advisory Committee 
up-to-date details of their career. At its last meeting 
on January 5, reported in this week’s Supplement, the 
Central Consultants and Specialists Committee had the 
satisfaction of hearing from Lord Moran that the 
Awards Advisory Committee had accepted this proposal. 
Furthermore, the number of new awards each year are 
to be published and so are the number in each specialty. 
Consultants everywhere will welcome these innovations 
as a step in the right direction. 


Dr. Edith Summerskill, who won West Fulham for 
Labour in 1938 and has been in the House of Commons 
ever since, has been created a life peeress (see p. 220). . 


1 Report of Royal Commission on aged and Dentists’ Remuneration, 
1957-60, 1960. H.M.S.O., Lo 

2 Report of the Ministry of "Health. ta the Year Ended December 31, 
1959, Part 1, 1960. H.M.S.O., London. 

3 Brit. med. J., Supplement, 1959, 1, 180. 
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In this and the next two issues of the Journal we are publishing three articles on general practice in 

other countries. The first two of these articles are the outcome of a visit to Canada and to the United 

States of America by Dr. H. J. Cronhelm and Dr. W. W. Fulton, whose studies were made possible by an 

award by the trustees of the Claire Wand Fund. The third paper, by Dr. John Fry, will describe his survey 

of general practice in certain European countries, made possible by the award to him of a scholarship 
_ by the World Health Organization. 


GENERAL PRACTICE IN CANADA AND 
U.S.A.* 


BY 


H. J. CRONHELM, M.D., M.R.C.P.I. 
General Practitioner, Belfast 


As one of the recipients of the Claire Wand Scholarship 
I went to Canada in July, 1959, to study at first hand 
conditions of general practice in that country and in the 
United States, and if possible to learn something about 
the opportunities offered to general practitioners for 
postgraduate study. 

Canada and the U.S.A. are vast territories with a 
combined population of some 180 million, so it will 
be appreciated that only a sample of the problem, taken 
here and there, could be tackled in the six or seven weeks 
at my disposal. Dr. W. W. Fulton, the other recipient 
of the scholarship, agreed that he would spend the major 
part of his time in the U.S.A. studying both the academic 
and organizational aspects of general practice, while I 
would spend most of my time in Canada getting a 
picture of the day-by-day working of general practice 
in that country. 

I did not set out to gather a mass of figures and 
statistics: rather my aim was to interview as many 
practitioners as possible over a wide area, to sit beside 
them in their offices, to listen to the patient’s story, to 
watch the examination, and sometimes to share in these 
examinations. This I did, and, in addition, accompanied 
the doctors on their house calls, sometimes merely sitting 
in the car and chatting with them between calls, but 
more often going with them into the homes. Then there 
were the hospital visits which form such an important 
part of the transatlantic doctor’s work. I had the 
opportunity of actually working with one doctor for 
a week in a city working-class practice and saw 
everything that went on in that practice, including two 
deliveries at local hospitals. 

During my tour I interviewed 26 general practitioners 
in their own practices in considerable detail and talked 
at some length with many others. I started at St. John’s, 
Newfoundland, and worked my way by stages westward 
across Canada as far as Victoria, B.C., then south to 
San Francisco, and gradually eastward to New York. 
Everywhere I went I received a warm welcome and the 
fullest possible co-operation. 


Scope of Practice 
It is desirable at the outset to state what is meant by 
general practice in Canada and the U.S.A. It is very 
different from what we mean by the same term in this 
country. There is no sharp demarcation between general 
practitioners and specialists. Many general practitioners 





*A report to the trustees of the Claire Wand Fund. 


have special knowledge or skill in a particular field 
and, so far as I could learn, most specialists will do 
some general practice. I was told that a specialist may 
be consulted by the patient of a general practitioner 
colleague and there may be no report afterwards. In 
fact, the general practitioner has temporarily lost his 
patient to the specialist. 

To understand this it should be remembered that 
across the Atlantic patients do not “ belong ” to doctors 
in the sense that they do in the United Kingdom. They 
may consult one doctor about insomnia, another about 
haemorrhoids, and a third about a respiratory infection 
or other complaint. In addition, there is a tendency 
to “shop around” from one doctor to another until 
they get what they consider to be satisfaction. A doctor 
will sometimes take up a specialty after some years in 
general practice. This may even be in self defence, 
since many general practitioners are busier than they 
care to be, and some specialists, although they may 
not earn quite so much, often have more leisure 
time. 

American and Canadian doctors are sometimes 
portrayed as being inordinately enthusiastic over gadgets, 
tests, and x-rays. From what I saw, I would say that in 
general this is not so. I found a wealth of clinical skill 
and knowledge. True, some general practitioners have 
x-ray plants, E.C.G., and B.M.R. machines, and consider 
it good for the practice to feature these aids to diagnosis, 
but they are not by any means in the majority. A country 
general practitioner, many miles from a hospital, will 
find x-rays a necessity and he will usually confine himself 
to bones and joints with an occasional chest film. A few 
general practitioners have their own E.C.G. apparatus. 
Many. of these have taken a postgraduate course in 
cardiology, with emphasis on the interpretation of 
cardiograms. It is usually possible to have a second 
opinion on the interpretation of a difficult set of tracings, 
and indeed in some cases the general practitioner will 
take his own records and send them all to an internist 


~ for interpretation. Other practitioners say frankly that 


the subject is one of which they have no adequate 
knowledge and refer all cases requiring E.C.G. to an 
internist. The care and management of coronary 
thrombosis is undertaken routinely by all those with 
whom I talked. The regulation of anticoagulant therapy 
based on prothrombin times does not appear to hold 
any mystery for them. 


It is in the field of surgery, perhaps, that the general 
practitioner finds most opportunities for stepping outside 
what some would consider his proper sphere. It appeared 
to me that, apart from the university centres, most 
general practitioners do some surgery. The more usual 
procedures are appendicectomies, tonsillectomies, the 
repair of hernias, and the treatment of closed fractures. 
Those who do not undertake surgery invariably assist 
at operations and sometimes give the anaesthetic, but 
hospital managements usually insist on a high degree 
of competence before this is permitted. 
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Obstetrics 

Of all the doctors whom I visited there was none who 
did not do obstetrics. Canada is largely a nation of 
young people, and the birth rate is among the highest 
in the western world, so it was not surprising to find that 
most general practitioners do a lot of midwifery. There 
is no midwife service as we know it, and well over 90% 
of all deliveries take place in hospital. Most of those 
to whom I talked did about 100 obstetric cases a year, 
a few did 200, and one actually did over 400 a year in 
addition to a busy general practice. 

The standard of general-practitioner obstetrics appears 
to be of a high order, as indeed one would expect with 
such a high proportion of hospital deliveries and the 
experience gained from dealing with frequent cases 
under almost ideal conditions. Great stress is laid on 
the prevention of infection in the labour suite. Before 
entering the delivery rooms the doctor must divest 
himself of all his outdoor garments and don hospital 
linen and boots. In the Canadian Maritimes there is a 
tendency to give very little by way of sedation and to 
use the minimum of anaesthetic for the actual delivery. 
Sometimes pudendal -block is used. In Ontario I found 
a tendency to give more heavy sedation and to anaes- 
thetize the mother fully when it appeared that three or 
four more pains would result in delivery of the 
head. 

Frequently the anaesthetist arrives in the delivery 
room before the doctor, and the anaesthesia is main- 
tained until after the episiotomy has been sutured. The 
forceps rate must be high by our standards, but I doubt 
if it is as high as the 60% in primigravidae which was 
suggested to me. 

Virtually all male babies are circumcised within a few 
days of birth. This dds another $10 to the obstetric fee. 
Canadian mothers are allowed up on the day after 
accouchement, and in uncomplicated cases they usually 
go home on the fifth day. Canadian mothers seem 
reluctant to feed their babies on the breast, and I was 
told that not more than 10% of them do so. This is 
perhaps understandable where so many young mothers 
go out to work, where travel and entertainment play 
such a large part in the lives of the people, and where 
baby-sitters are so extensively employed. Some doctors 
believe that the low rate of breast feeding is also partly 
due to the weight of advertising by patent-food 
manufacturers. 


Family Doctoring 

In addition to medicine, surgery, and obstetrics, there 
is the usual day-to-day run of ordinary family doctoring 
much as we know it in these islands. Immunization 
against polio, tetanus, diphtheria, and whooping-cough 
occupies a fair proportion of the doctor’s time. In this 
connexion it is interesting to note that a quadruple 
vaccine, containing these four antigens in one dose, is 
now being used. 

As can be imagined, pre-natal examinations form an 
important part of the daily office routine. Pre-school 
check-ups are frequent, especially at the end of summer, 
because each 6-year-old pupil is obliged to have one 
before starting his school career. A fair number of 
adults also present themselves at the office demanding a 
complete physical examination. This comprises a 
detailed history and a fairly full examination of the 
systems, with rectal or vaginal examinations if these 
appear to be indicated. Urinalysis is done routinely, 


and blood examination if there appears to be any 
anaemia. The demand for regular physical examination 
is more marked in the United States than in Canada. 
Some business executives make a point of annual checks. 

The people of North America seem to be more 
conscious of the possibility of malignant disease than 
are those at home, and there is no doubt that many of 
the demands for an annual examination are motivated 
by this anxiety. The possibility of cancer is freely 
discussed between patient and doctor. In a street car 
in Vancouver I saw an advertisement, sponsored by the 
Canadian Cancer Society, which urged women with a 
lump in the breast to consult their doctor immediately, 
stating that early treatment promised an 80% cure, 
whereas with late treatment it was 20% or less. 

Much of the general practitioner’s work is done in his 
office, and patients are encouraged to come to it. Many 
doctors discourage house-calls, with the result that one 
finds patients attending the office in a much iller condi- 
tion than one does at home. A patient with an acute 
abdomen will frequently be brought into the office, and 
so occasionally will one with coronary thrombosis, 
although more often the public realize the inadvisability 
of moving a person in this condition. A child with a 
respiratory infection or one with an inflamed ear-drum 
will almost invariably be brought into the office even 
if this means taking it from bed and wrapping it in a 
blanket for the journey. 

It seemed to me that general practitioners did a fair 
amount of office gynaecology. Bimanual pelvic and 
speculum examinations are frequent, and I got 
the impression that women of menopausal age definitely 
expected such examination to be done routinely. Nearly 
all the doctors I saw cauterized cervical erosions in the 
office. Rubin’s test for tubal patency is sometimes done 
in the office. In Canada cervical biopsy is commonly 
practised, and in the United States there is a vogue at 
present for the Papanicolaou smear as an essential part 
of the gynaecological examination. A few doctors do 
sigmoidoscopy in the office. 


Work in Hospital 

Perhaps the outstanding difference between gencral 
practice in this country and across the Atlantic is that 
nearly every general practitioner in Canada and the 
U.S.A. is on the staff of one or more local hospitals, 
and can admit patients and look after them personally. 
In the larger teaching centres hospital appointments are 
more limited, but even here most general practitioners 
have some hospital facilities. The surgical facilities 
which a general practitioner may enjoy are usually 
clearly defined. He may be granted minor surgical 
facilities, which include such things as the drainage of 
abscesses, suture of lacerations, and treatment of the 
more common closed fractures and dislocations, or he 
may enjoy limited facilities which, in addition, may 
include appendicectomy, tonsillectomy, and the repair 
of hernias. Major surgical facilities may also be granted, 
depending on the skill and experience of the doctor. 

Young men are given opportunities to acquire 
additional skills and new techniques, and progress from 
limited to major facilities is encouraged, but a careful 
assessment of ability is made by the head of the depart- 
ment before additional facilities are granted. On rare 
occasions surgical facilities are reduced or even with- 
drawn. The impression I got was that this system 
works well, and that, on the whole, general practitioners 
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will undertake only surgical procedures which are within 
their capabilities. Staff committees carry out regular 
reviews of case histories, progress reports, and patho- 
logical reports. Although the general practitioner 
assumes full responsibility for his own patients in 
hospital, and is well equipped to solve most of his 
problems, he is free to call his colleagues in consultation, 
and frequently he will do so when difficulties arise. 


Office Accommodation and Equipment 


Except in remote areas, it is very unusual for a doctor 
to practise from his own home. More often he has an 
office in a building specially constructed or adapted for 
the purpose. In cities and towns it is necessary to have 
good parking facilities available, so that many offices are 
situated not in busy streets but where the traffic is less 
dense. Most of the offices which I visited were spacious, 
well planned, and very attractive. By our standards 
some would be considered to be almost palatial. This is 
understandable when it is remembered that supply firms 
will advise the young doctor on the planning of his 
office, and, since they consider him to be an excellent 
business risk, will give him almost unlimited time to 
pay. 

Waiting-rooms are relatively small, since an appoint- 
ment system is almost universal. Most doctors had an 
examination room in addition to the consulting-room. 
Some had up to three examination rooms, each fitted 
with a couch, and in addition there was often a baby 
room with a special table with raised edges to control 
restless youngsters during examinations or injections. 
Without exception there is central heating, and some 
have air-conditioning, which makes life tolerable for 
both doctor and patient during hot, kumid summers. 

The transatlantic doctor likes to have as much equip- 
ment as he can find use for. Not only does it help him 
in his work, but in addition his patients are impressed 
by an efficient, well-equipped office. Surgical instruments 
in glass cases are much in evidence. Many carry out 
sterilization of equipment in a small autoclave, although 
some still use the ordinary boiling method. A few 
doctors have x-ray equipment, and occasionally one 
exhibits a sign to that effect. Many possess a cautery. 
An electrocardiograph is occasionally in evidence, and 
sometimes a B.M.R. apparatus. A good many do their 
own blood counts, blood sugars, and blood ureas, and 
for this type of work there is often a small room set 
apart as a laboratory. Here there was often a micro- 
scope to be seen. Many Canadian doctors appear to 
use a photometer-type of haemoglobinometer, which is 
quick in use, obviates dilution of blood, and is 
reasonably accurate for all ordinary purposes. I did not 
see any dispensing departments, although some of the 
médical centres, in which several doctors practised 
together, did have a pharmacy on the premises. 


Ancillary Office Staff 


General practitioners depend very much on non- 
medical help. Invariably there is a nurse or nurse- 
receptionist who may or may not be a graduate nurse. 
In group practices there are often, in addition, one or 
more clerical assistants who look after accounts and 
appointments and who fill up the various insurance 
forms, of which there appear to be rather more than 
we have in the N.H.S. The doctor is thereby relieved of 
much routine work which can often be done better by 


others. The nurse or receptionist will automatically 
attend to fees paid at the time of consultation, and 
relieves the doctor of this necessity. A nurse is also 
very helpful in dealing with children, who will often 
behave much better if the mother remains in the waiting- 
room. 


The general opinion is that, although a nurse or 
receptionist is an expensive item, she is well worth her 
salary and few doctors would care to practise without 
one. In addition to office help, many doctors make use 
of a telephone-answering service which costs, on average, 
about $25 a month. By this means evenings can be free 
from the interruption of a telephone, and, equally 
important, the doctor’s wife can be free, too. These 
telephonists are well trained and can deal tactfully with 
difficult callers. They learn to distinguish between the 
serious and the trivial and undoubtedly save much 
annoyance outside office hours. Some doctors turn over 
their phones to the answering service from 7 a.m. to 
9 a.m. to deal with requests for appointments made 
before the office help has arrived. 


Doctor—Patient Relationship 


Patients are much the same as they are here at home, 
and this is to be expected, since they spring in the main 
from British stock. They seem to suffer from the same 
kinds of illness, real and imagined, but the doctor- 
patient relationship differs in some respects from that 
with which we are familiar. There is not the same 
attachment to the family doctor, and there does not 
appear to be quite the same tendency to regard him as 
guide, philosopher, and friend. There seems to be a 
belief that good medicine is merely something that can 
be bought for money, and that the doctor is there to 
provide value for money. 

Canadians do not favour a doctor who is frequently 
referring to a specialist, although they recognize the 
need for a surgical consultation in certain cases. They 
expect the general practitioner to have enough 
knowledge and confidence to carry out most procedures 
personally ; also they don’t like to be faced with a second 
bill. There is a tendency for Canadians to make light 
of minor illness and injury, mainly, I think, because it 
threatens to interfere with earning capacity. They do 
not stay away from Work with the readiness we some- 
times find in our own patients. This may be largely 
due to lack of State sickness benefit when absent from 
work. In the long term perhaps they pay more regard 
to illness than we do, and for this reason many 
Americans and some Canadians ask for annual check- 
ups, something quite rare in this country. 

One of the major worries of American doctors, parti- 
cularly those practising in the western states, is the 
constant threat of litigation. There are six times as 
many malpractice suits brought in the U.S.A. as there 
were 20 years ago, and juries are awerding much heavier 
damages, consequently insurance rates are high. One 
doctor in California told me that he paid the apparently 
fantastic sum of $600 a year in malpractice insurance 
premiums. 


Scale of Fees 


Naturally these vary with location and type of 
practice. Provincial medical associations issue recom- 
mended scales to their members. The minimum rate 


appears to be $5 for a first office call and $3 for 
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subsequent ones. Usually $2 is charged for an injection 
—e.g., for a polio “shot.” When a full physical 
examination is demanded the charge is usually $6 to $10, 
depending on whether urinalysis and blood counts are 
also done. House calls are from $5 to $7, and an extra 
$1 is charged for night calls. 

On the west coast of Canada fees are slightly higher, 
and in the U.S.A. they are considerably higher. The 
charge for a complete physical examination, with simple 
office laboratory work included, is as much as $25 in 
California. For a fee such as this the doctor will devote 
a full hour to the consultation. Maternity fees also 
vary. In the Maritimes $65 seems general. In the 
Toronto area this becomes $85, and in British Columbia 
it rises to $100. In California $150 to $175 for a confine- 
ment appears to be the standard fée. Since Canada is 
highly developed industrially, many doctors hold factory 
posts. Smaller factories may hire doctors on a sessional 
basis, usually. paying $10 to $15 an hour. 

There are occasional grumbles about fees, especially 
from immigrants who were formerly accustomed to our 
National Health Service, but most people accept the 
charges as not excessive in these prosperous times. At 
the same time there does appear to be a general feeling 
of insecurity when faced with the possibility of 
prolonged illness. The cost of drugs is considerably 
higher than in this country. This may explain a tendency 
to prescribe smaller quantities of antibiotics than is 
customary in Britain, although their use appears to be 
equally widespread. 

Prepaid schemes do not provide drugs and do not 
continue to provide sickness benefits indefinitely, so that 
prolonged illness can prove to be a financial disaster. 
In spite of this I could not detect ‘any real demand for 
a national health service by the public. But quite 
recently an article appeared in a popular Canadian 
magazine which alleged that Canadian doctors were 
“ dragging their feet along the road to a national! health 
service.” 


General Practitioners’ Income 


It is possible to get only a rough idea of this by 
talking to doctors, but they were in almost every case 
ready to discuss figures, although not necessarily their 
own exact figures. A semi-official source gives the 
average net earnings of all doctors in Canada as $12,166 
in 1955. This is something over £4,500 per annum. The 
general practitioner’s income is probably not less than 
the average for all doctors, since the latter figure includes 
interns and since general practitioners are probably 
earning almost as much as specialists. 

There was a general idea that the figure quoted above 
was too low. From my inquiries it would appear that 
the average established general practitioner in Canada 
is grossing $23,000 to $25,000 per annum, from which 
must be deducted between 30 and 40% for expenses. 
This would leave a net income of around $15,500, which, 
translated into sterling, is just under £6,000. General 
practitioners who do surgery or who do more than the 
average amount of obstetrics will obviously better this 
figure. 

In the United States it is generally agreed that average 
net incomes are somewhat higher than this. A recent 
issue of Rocky Mountain News, a daily newspaper 
published in Salt Lake City, gives the average earnings 
in 1956 of doctors in the State of Utah as $16,282. It 


gives dentists’ average earnings at $10,240 and 
lawyers’ at $7,790. The October, 1956, issue of The 
Medical Economist, an American magazine dealing with 
doctors’ finance, compares the earnings of general 
practitioners with those of various specialists, The 
article states that the typical general practitioner earns 
about 80% as much as the typical specialist, but the 
typical general practitioner earns rather more than the 
typical specialist in internal medicine. 


General practitioners seem to have as much work as 
they wish to do. The employment of assistants does not 
appear to be popular, partly, I think, because assistants do 
not stay for very long but quickly find openings for them- 
selves. I did not meet any doctors who said they had 
too little to do but several who obviously had more 
than enough to do. The impression I got was that there 
is a greater demand for medical care than is being 
supplied. A young doctor can usually become estab- 
lished fairly quickly if he knows his job and is willing to 
take on all that he is asked to do. Some of the busier 
general practitioners will restrict their work, perhaps 
by an unwillingness to take night calls or to attend new 
patients. This gives the newcomer a chance to get a 
nucleus going without much delay. 

I heard several accounts of young doctors opening an 
office in a town or city and having a reasonable amount 
to do in a°month or two and as much as they cared to 
undertake within a year. In spite of constant inquiry 
I did not hear a single account of a young doctor start- 
ing in practice and failing to make good through lack 
of patients. 

Off-time is no problem in partnerships or group 
practices, nor where there is a reciprocal arrangement 
between two neighbouring practitioners. It is interesting 
to note that when deputizing for a colleague for even 
a short period an obstetric case will be dealt with as all 
in the day’s work. Annual holidays may present some 
difficulty for the single-handed practitioner, since locums 
are not plentiful; but here again a reciprocal arrange- 
ment often works well. While the doctor is away his 
colleague will attend his patients and collect fees from 
them. If one or two patients transfer permanently in 
the process there are no hard feelings. The single- 
handed doctor in a small town or village with no nearby 
colleague has more difficulty. He may be forced to 
close his office for three or four weeks while he goes 
away, and all he can do is to leave the names of one 
or two doctors, perhaps 10 or 15 miles away, to whom 
patients can apply. On the whole, Canadian and 
American doctors appear to take longer holidays than 
we are able to do, often up to six or eight weeks 
annually. 


Working Day 

The Canadian doctor starts his day with a visit to 
the local hospitals. He usually arrives early. If there 
is operating or assisting to do he may start at 8 a.m. 
Morning office hours are rare. Lunch at noon is 
followed by an office session which often goes on for 
three or four hours, with patients being seen by appoint- 
ment at quarter- or half-hourly intervals. Some doctors. 
have only one long office session daily, taking up nearly 
all of the afternoon. Some have evening sessions as well. 
The few house calls that are made are usually fitted in 
between hospital rounds and lunch. Night calls are 
fairly frequent and out-of-bed calls seem to be consider- 
ably more frequent than in this country, but even then 
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the patient will often be wrapped up well and brought 
to the office. 

I got the impression that the doctor’s wife takes little 
or no part in the running of her -husband’s practice. 
This is, no doubt, because in nearly every case the office 
is at some distance from the doctor’s house and also 
because of the widespread use of a telephone answering 
service. Country dectors may get calls about patients 
many miles away. In these circumstances the general 
practitioner must make up his mind on the telephone 
what he should do. How difficult this can sometimes 
be is illustrated by the case of a general practitioner in 
a large town who had a call from the relatives of a man 
working at an outpost 75 miles away. The symptoms 
were rather suggestive of coronary thrombosis and the 
man was reported to be very ill. The doctor went to 
the outpost in an ambulance and on arrival found his 
patient much improved. However, he brought him 
back to hospital where the trouble proved to be 
gall-stone colic. 

In some of the prairie provinces the authorities 
provide a flying-ambulance service, and have built small 
12- to 15-bed hospitals mainly to deal with obstetrics 
and with surgical emergencies. In hospitals like these, 
in various outlying parts of the country, the general 
practitioner does quite a lot of major surgery. He 
usually confines himself to those procedures in which 
he has acquired a certain degree of competence; but 
there is an understandable temptation, especially for the 
young and venturesome, in these isolated circumstances 
occasionally to attempt too much. 

Apart from single and partnership practices there are 
several group practices. These are collections of doctors 
occupying the same building, perhaps sharing waiting- 
room accommodation and receptionist services, but 
otherwise independent financially. Such a group is 
often located in a medical arts building which frequently 
also houses a dentist and an optometrist as well as a 
pharmacy. 

Clinics are rather different. They aim to offer a 
service in all the main specialties, and, although they 
do a certain amount of general practice, they are really 
a collection of specialists in the same building, sharing 
profits usually in proportion to their seniority. The 
specialists in these clinics, while they are freely consulted 
by patients of other specialists in the same clinic, will 
rarely have referrals from general practitioners outside, 
since in many cases they are in direct competition with 
the general practitioner. 

There seems to be a growing tendency, particularly 
in Western Canada, for doctors to band themselves into 
groups and clinics, occasionally as many as 50 or so 
in the same clinic. However, in spite of this tendency, 
more than half the practices are still single-handed. 


Prepaid Medical Care Plans 


These are increasingly gaining favour. In Canada 
most of the provinces have hospitalization plans, usually 
government-sponsored, to which contributions are made 
by employers as well as by employees. This means that 
employed persons can have free or almost free main- 
tenance and treatment in hospital at public ward level, 
and can have private or semi-private accommodation 
by paying the difference. The well-known Blue Cross 
scheme which operates in Canada and the United States 


is a non-profit prepayment plan which covers hospital 
expenses. Then there are the various physicians’ 
schemes, typified by Physicians’ Services Incorporated, 
commonly referred to as P.S.I., sponsored by the Ontario 
Medical Association. This entitles members to free 
medical attention in the office and at home. Drugs are 
not paid for by P.S.I. It is interesting to note that when 
a patient’s income is above a certain figure the doctor 
is permitted to bill him in addition to the fee provided 
by the prepayment plan. Thus the Canadians subscribe 
to the idea of additional payment by higher-income 
groups. 

Prepayment for physicians’ services does not appear 
to be so popular in the United States as it is in Canada. 
In California an interesting development is the 
Permanente Medical Group and Kaiser Foundation 
health plan. The group operates its own hospitals, 
clinics, laboratories, and pharmacies. For about $10 
a month a family of three or more can have complete 
medical care, including hospitalization when required. 
Membership is about 250,000 and is confined to 
Northern California but not necessarily to Kaiser 
employees and their dependants. 

The various physician services in Canada are found 
to work well. Any tendency towards abuse either by 
patient or doctor is checked by constant review of 
patient usage and of cost per doctor in relation to 
average cost. Apart from those whose medical care 
is covered by these various plans in Canada, old-age 
pensioners and war veterans have their medical bills 
paid for by the State. Injuries at work and illness 
attributable to employment are taken care of under the 
Workmen’s Compensation Act. Hence a large proportion 
of the fees earned by Canadian doctors are no longer 
the direct responsibility of the patient. 


Postgraduate Education 


The general practitioner’s work in hospital provides 
a strong stimulus to his desire for postgraduate 
education. Perhaps because of his daily contact with 
colleagues in hospital he is anxious to maintain his 
reputation. Likewise, his patients expect him not only 
to be conversant with recent advances in diagnosis and 
treatment, but in certain cases to be able to carry out 
these procedures himself. 

Many hospitals have regular weekly or bi-weekly 
clinical meetings or clinico-pathological conferences. 
These often begin at 8 a.m. In addition, there may be 
journal discussions and guest speakers on subjects of 
current interest. These meetings are well attended— 
indeed, in some hospitals attendance by the medical staff 
at a reasonable proportion is obligatory. 

There did appear to me to be a real desire amongst 
general practitioners to keep up to date with recently 
published work and an enthusiasm for any fresh know- 
ledge which might make their work more efficient and 
their medical education more complete. This was 
impressed on me by a young British doctor, who told 
me that he had done more reading in the 12 months 
he had been in America than during the previous four 
years since qualification. Nearly every doctor’s office 
I visited had a bookcase well filled with recent editions 
of medical textbooks and journals. Year-books and 
books of current therapeutics were frequently seen. 
One or two of those I interviewed tried to set apart 
a definite period of time each week for reading : others 
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merely used their library for occasional reference. 
Nearly all took at least one journal, several took two 
or more, and some, in the course of conversation, would 
refer to recent articles in these journals. 


Some general practitioners—fewer than I expected— 
attend set courses of postgraduate instruction at one or 
another university centre. Many more would like to 
take these courses but say they are too busy to do so. 
Some attend at least one convention a year. They are 
glad of the opportunity of going to distant centres, 
possibly to see how things are done elsewhere, but 
perhaps mainly to get away from the office for a while. 
Expenses for up to two conventions annually are deduct- 
able from income for tax purposes—undoubtedly an 
incentive to postgraduate study. 


The thing that impressed me most was the wonderful 
opportunity for postgraduate education offered daily 
through the ordinary contacts with colleagues in 
hospital. General practitioners and specialists appeared 
to discuss their problems freely with each other. I recall 
the scene one morning in the doctors’ room in a hospital 
in a small mid-western city. It was coffee time and 
there were 14 doctors in various stages of undress sitting 
round chatting. Of these, nine were general practitioners 
and five were specialists. The talk was not always on 
medical problems, but one could easily imagine what 
a fertile source of postgraduate knowledge was offered 
here every day of the week as general practitioners 
chatted with surgeons, anaesthetists, and internists about 
problems in which all were keenly interested. 


Conclusions and Comparisons 


The main object of a tour such as this is to try to 
get an impression at first hand of what general practice 
is really like across the Atlantic and then to compare it 
with conditions at home. I know it would be foolish 
to attempt to generalize, because I am only too conscious 
that, even after a survey which was as thorough as I 
was able to make it in the time available, there were 
many things about Canadian and American general 
practice which I did not discover and of which I am 
still ignorant. Nor do I pretend to pose as an authority 
on general practice as carried on in the British Isles. 
Any comparisons I have made from knowledge gained 
on my tour are with conditions as I know them in my 
own general practice and in those practices‘ with which 
I am familiar in Northern Ireland and in England. 
I realize that, while my aim was to study a variety of 
general practices, considerations such as ease of 
transport compelled me to keep to the larger centres 
of population, and, although I did have an opportunity 
of visiting two small and relatively isolated communities, 
the tendency was to gravitate towards the larger and 
perhaps more efficiently run practices. 

There is no doubt that, generally speaking, those 
whom I interviewed seemed to be fully occupied and 
were keen on their work. I did not find any doctors 
who were bored, or who indulged in chronic grumbling. 
Trying to analyse the reasons for their enthusiasm, I 
think one must put high on the list the fact that general 
practitioners feel they are being fairly treated and 
properly rewarded for their efforts. But financial reward 
is not by any means the only reason. Much of their 
enthusiasm arises from the satisfaction of doing a job 
that is worth while and at the same time full of interest 
and challenge. They are also conscious of a team spirit 


within the profession: each is ready to help the other 
and each is willing and anxious to learn from the other. 

The daily contact with colleagues in hospital seemed 
to me to be amongst the most satisfying aspects of 
Canadian and American general practice. One could 
not help comparing it with the clinical isolation in which 
many general practitioners work in this country. ; The 
concept of a profession divided by a barrier, on one 
side of which are the specialist élite and on the other 
the humble general practitioners, has no currency in 
Canada. All doctors, be they general practitioners or 
specialists, treat each other as equals. The general 
practitioner can do much of the work the specialist 
does, and, even if he is not quite so expert or so widely 
read in one particular field, he can usually give a 
perfectly satisfactory account of himself. 


The wise practitioner, and this included most of those 
whom I met, does not attempt procedures in excess of 
his competence ; indeed, his colleagues will see to it that 
he does not. These doctors proved to me that general 
practitioners can assume responsibility and will keep 
up to date and do good medicine when they are fairly 
treated and provided with the right conditions under 
which to work. Much of the satisfaction in the work 
of the general practitioner must be due to the privilege 
he enjoys of admitting his own patients to hospital under 
his own care. How many of us at home have felt a 
littie frustrated when, in conformity with established 
custom, we have completely handed over a patient to a 
hospital colleague ? If we were practising on the other 
side of the Atlantic we would follow our patients into 
hospital and usually continue in full responsibility for 
their diagnosis and treatment. 


A lot of the apparent harmony in transatlantic 
medical practice must inevitably be due to the high 
demand for medical care. This means that in most 
places doctors can get as much work as they want to do, 
and, while it would be misleading to say that competition 
is absent, it certainly did not appear to trouble those 
whom I interviewed. While a few doctors may adopt a 
rather independent attitude towards their patients by 
refusing to do house calls, especially night calls, it is fair 
to say that the vast majority give a perfectly adequate 
service and willingly attend in cases of urgency at any 
hour. 

I hope I have succeeded in giving a reasonable idea 
of the day-by-day activities of general practitioners in 
Canada and the U.S.A. I trust that those who read 
this account will not think I have exaggerated or that 
I have drawn an over-enthusiastic picture. I have 
purposely tried to avoid exaggeration or over-enthusiasm, 
but it is impossible to spend seven weeks in intimate 
daily contact with these transatlantic doctors without 
being affected by some of the enthusiasm which is so 
evident in their professional life. 

Finally, may I record my sincere thanks to those 
doctors who so willingly gave up so much of their time 
to help me in my survey and who freely answered my 
many questions ? I must also acknowledge with thanks 
the generous help received from members of the 
Canadian College of General Practice and especially 
from its enthusiastic executive director, Dr. W. V. 
Johnston, who helped me to make several fruitful con- 
tacts and supplied me with much valuable information. 
My best thanks are also due to the Trustees of the Claire 
Wand Fund which made this survey possible. 
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MUSCULAR DYSTROPHY 
SYMPOSIUM AT QUEEN SQUARE 


[FROM A SPECIAL CORRESPONDENT] 


A symposium on current research in muscular 
dystrophy was held under the auspices of the Muscular 
Dystrophy Group of Great Britain. at the National 
Hospital, Queen Square, on January 5 and 6. 


Enzyme Patterns 


The guest speaker was Dr. Cart Pearson, of the Depart- 
ment of Medicine, University of California, Los Angeles. 
In his lecture entitled “ Some Biochemical Studies in Muscle 
Diseases ” he reviewed all the chemical and enzymic changes 
that had been reported in muscular diseases. It was obvious 
that there was no consistent and straightforward single factor 
but numerous changes, most of which were probably 
secondary to the muscle damage. Of more immediate 
clinical application were the raised serum levels of aldolase, 
transaminases, and lactate and other dehydrogenases in 
patients with progressive muscular dystrophy. Because the 
levels were usually highest in the early stages of the disease, 
he was able in some affected families to make a diagnosis of 
muscular dystrophy with confidence in some of the sibs, 
although there were as yet no apparent clinical manifesta- 
tions. A muscle biepsy in one such child at the age of 
4 months already showed marked dystrophic changes. These 
serum-enzyme estimations were of more value in the severe 
forms of muscular dystrophy than in the more benign 
slowly progressive forms, where the enzyme levels were 
frequently normal. They could also be a useful method of 
assessing the response of polymyositis to steroid therapy. 
Dr. Pearson also gave an interesting account of a patient 
with deficiency of phosphorylase in the muscle (McArdle’s 
disease). It was of interest that, although both forms of 
phosphorylase (a and b) were absent in this patient, the 
enzymes which interconvert the a and b forms were never- 
theless present in normal amounts. 


Human Muscle 


A number of other papers dealt with biochemical and 
histochemical research. Drs. A. G. E. PEARSE and V. 
Dusowrtz (London) reported on the different types of fibre 
occurring in human muscle, comparable to that of lower 
mammals and birds. One fibre type, usually of smaller 
diameter, was rich in oxidative enzymes connected with the 
Krebs cycle and poor in phosphorylase, while the other 
had the opposite activities. In dystrophic muscle the small 
atrophic fibres correspond to those with high oxidative 
enzyme activity and the abnormally large fibres to those 
with high phosphorylase activity. It was suggested that a 
variation in the proportion of these fibres in different 
muscles might account for the characteristic distribution of 
muscular dystrophy in proximal muscle groups. In central- 
core disease and in some cases of benign congenital 
hypotonia all the fibres had a uniform enzyme-activity 
suggesting a developmental absence of one fibre type. 

Dr. B. P. HuGHEs (London) demonstrated some of the 
results obtained with starch-gel electrophoresis of the 
muscle proteins. While certain bands appeared to be altered 
in certain forms of myopathy it was still difficult to interpret 
these changes. Recent work on the turnover and break- 
down of muscle proteins was reviewed by Dr. R. J. 
PENNINGTON (Newcastle upon Tyne). Isotope studies, mainly 
in dystrophic mice, showed a higher turnover of protein in 
dystrophic than in normal muscle, but there was no apparent 
difference in protein synthesis. 

Professor J. W. HARMAN (Dublin) discussed the electron- 
microscopic appearances of muscle, with particular reference 
to the localization and function of the mitochondria and 





the possible significance of the sarcosomes. Dr. H. E. 
Hux ey (London) gave a detailed account of the electron- 
microscopic appearance of muscle and the mechanism of 
muscle contraction based on it. Dr. G. W. Pearce (New- 
castle upon Tyne) described the appearances of myoblasts 
in the cultured muscle of dystrophic mice, and Dr. J. A. 
LENMAN (Dundee) reviewed his electromyographic studies 
on myopathies. 
Clinical Concepts 


In the opening lecture of the clinical session Dr. J. N. 
WALTON (Newcastle upon Tyne) discussed current concepts 
of the myopathies and presented a formidable classification 
which included all the forms and varieties of muscular 
diseases. Of these only the muscular dystrophies (the 
genetically determined progressive degenerative conditions 
of muscle) stood apart as an entity, while most of the other 
disorders were probably interrelated. While classification 
was essential from both an academic and a clinical point of 
view, he felt that more knowledge in the fundamental defects 
responsible for the various forms of muscular disease was 
necessary before any revision in classification was likely. 


New Approach to Myasthenia Gravis 


Dr. J. A. Stimpson (Edinburgh) suggested that it might be 
profitable to steer clear of the traditional views on the 
neuromuscular junction in relation to the pathogenesis of 
myasthenia gravis and to attempt a new approach. In 
reviewing the clinical features of 440 cases he drew attention 
to the smoothness of the age-distribution curve which 
suggested that myasthenia gravis was a single entity and not 
a group of diseases. The associated conditions in some 
cases—arthritis, sensory losses, raised protein in the cerebro- 
Spinal fluid, changes in liver function tests, and raised 
gamma-globulin in the serum—suggest that myasthenia 
gravis might merely be the local manifestation of a more 
generalized disease of the same type as disseminated lupus 
erythematosus. In order to explain all these features he 
put forward the hypothesis that myasthenia gravis might be 
an auto-immune disease in which there was an antibody 
to the end-plate protein, Nerve endings, muscle fibres, and 
the central nervous system might also be affected. The 
thymus, acting as a reticulo-endothelial organ, might react 
to the end-plate protein as if it were “ foreign.” The thymus 
in turn might be under the influence of the pituitary, which 
could explain the occasional association of endocrine dis- 
orders such as thyrotoxicosis and diabetes. Unfortunately 
a search for muscle antibodies in myasthenia gravis had thus 
far proved unsuccessful. 


Childhood Muscular Dystrophy 

Dr. V. Dusowitz (London) discussed the clinical features 
of 65 cases of childhood muscular dystrophy. He com- 
mented on the variation in clinical pattern and the frequent 
exacerbation of the weakness due to immobilization for a 
fracture or an illness. The typical Duchenne-type dystrophy 
could be produced by an autosomal recessive mode of 
inheritance in addition to the more usual sex-linked recessive 
gene. Intellectual impairment was present in more than 
50% of the series, and there was a higher incidence of 
delayed milestones in the patients who were mentally 
retarded than in those with average or above-average 
intelligence. A high incidence of cardiac involvement was 
shown by the marked electrocardiographic changes, and in 
four of the patients who died a clinical picture reminiscent 
of myocardial infarction was observed. 

Dr. J. Gipson and Miss E. Jarvis (Caterham, Surrey) 
had investigated the range of intelligence in 36 cases of 
Duchenne-type muscular dystrophy. This study followed 
the observation that, of the 500 deaths at St. Lawrence’s 
Hospital for mental defectives between 1948 and 1959, eight 
were cases of muscular dystrophy. They found that 18 of 
the 36 cases were below average intelligence. Moreover, when 
these patients were subdivided into the five occupational 
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classes, the average intelligence in each group was 
below the expected average. They suggested three possible 
explanations for the intellectual impairment—viz., that the 
patients were not receiving adequate education, that there 
might be a biochemical defect, or that the retardation might 
be connected with the physical limitations. 

In an extensive genetic study of childhood muscular 
dystrophy in the Leeds area, Drs. H. BLytTH and R. J. PUGH 
divided their cases into a severe and a mild group depending 
on their inability to walk by the age of 11. In the severe 
group the mode of inheritance was by a sex-linked recessive 
gene, while the mild group might be due to a sex-linked 
recessive, an autosomal recessive, or an autosomal dominant 
mode of inheritance. They found no evidence of linkage, 
either with blood groups or with colour blindness. 

In conclusion Professor F. J. Nattrass (chairman of the 
Muscular Dystrophy Group) expressed the hope that this 
symposium might be the forerunner of future meetings on 
this subject. 








ACCIDENT SURGERY 


A conference on accident surgery was held at the Royal 
Faculty of Physicians and Surgeons of Glasgow from 
November 30 to December 2. 

Mr. W. Gissane (Birmingham) said that most major 
road injuries were due to rapid deceleration. The force 
of a collision might equal the force of a fall from fifty 
feet. Recently the effects of rapid deceleration had 
been studied intensively in the American Air Force in 
relation to space travel, and a man had been projected 
in a rocket-propelled sledge to a epeed of 150 m.p.h. 
The sledge was then decelerated to 34 m.p.h. in 4 
second, producing a force of 46.2 g and a load of 
8,000 Ib. on the harness. In order to survive such a 
strain, the force must be applied over a wide area and 
not too rapidly. The principles of packaging could be 


applied to humans in motor vehicles. Padding and — 


strapping could prevent damage even to delicate 
structures in major incidents. Safety straps should 
include the shoulders, especially for front-seat 
passengers. 

The incidence of accidents per 1,000 vehicles in 
Britain was falling, he continued, but the total number 
of accidents was rising rapidly. Their cost was rising 
equally rapidly. But the cost of treatment of accidents 
was only £11m. compared with the £23m. spent on the 
administration of motor accident insurance. Mr. 
Gissane thought this showed a distorted sense of values. 
Accident surgery was the basic surgery of the motor- 
ways. There must be no delay in instituting therapy, 
and restoration of blood volume might have to take 
precedence over diagnosis. Relief of a tension 
pneumothorax by trocar and catheter or tracheostomy 
might be required in the admission room. 


Unconscious Patient 


Mr. J. SCHORSTEIN (Glasgow) discussed the management 
of the unconscious patient. Unconsciousness varied from 
slight concussion to ante-mortem coma, and he stressed the 
danger of a wait-and-see policy. Unconsciousness and 
intracranial compression were not synonymous, Even a 
small amount of cerebral oedema might lead to increased 
intracranial pressure and eventually result in coning through 
the tentorium. A comatose patient should not be nursed on 
his back but with the foot of the bed elevated and the 
mouth and pharynx aspirated frequently to prevent chest 
complications. It might be possible to deal with respiratory 
obstruction by endotracheal tube, but only for 24 hours. 
The indications for tracheostomy were failure of pharyngeal 





suction, injuries and infections of the chest, and other 
injuries which prevented frequent change of position. 
Tracheostomy should be avoided if possible at the extremes 
of life. Mr. Schorstein described the “ hoarding syndrome ” 
where sodium, chloride, and urea were retained in the body. 
This might be due to an electrolyte-controlling centre and 
it was aggravated by water deprivation. Fluids should be 
given by gastric tube, using 5 to 8 pints daily and some 
calorie-producing substance such as “complan.” The 
extreme weight loss which sometimes followed head injury 
in spite of adequate calurie-intake was discussed, and Mr. 
Schorstein suggested blood transfusion as a treatment. Rise 
of temperature should be avoided by simple methods such 
as sponging and a cold fan. Chlorpromazine might be 
necessary. 


Acute Phase of Burns 


Mr. IAN McGrecor (Glasgow) spoke on the acute phase 
of burns. He divided capillary damage into three degrees ; 
capillary leak, capillary stasis and haemoconcentration, and 
capillary coagulation. The latter two stages were irrecover- 
able and would lead to skin necrosis. There might be much 
damage to erythrocytes, up to 12% in a 50% skin burn. 
Capillary leak of plasma was maximal in the first eight 
hours and ceased at 48 hours. Replacement of plasma 
should correspond to the loss. The clinical state should 
control dosage, attention being paid to pulse rate, packed- 
cell volume, peripheral circulation, thirst, and urine output. 
The maintenance of adequate blood volume and blood 
pressure meant that treatment was satisfactory. After shock 
therapy the burn should be treated with a detergent—for 
example, 1% cetrimide—and blister skin should be removed 
Whether dressing or exposure was adopted depended on 
the site of the burn and on the conditions of treatment 


Operation in Head Injury 


Mr. G. F. RowsoTHaM (Newcastle) said that operation 
might be required in the head injury early (in the first 48 
hours), at an intermediate period (2-28 days), or late (after 
28 days). The order of treatment should be planned and all 
persennel concerned should see the case from the start. 
First, cerebral anoxia should be dealt with and treatment 
might have to include stomach aspiration and tracheostomy. 
Next, diagnosis should be attempted. Blood loss should be 
replaced and fluids and electrolytes balanced. Nutrition 
should be assured. Temperature should be maintained at 
normal levels and the best posture to maintain the airway 
adopted. Immediate operation was required for anoxia, 
compression of the brain, and compound fractures. Delayed 
operation was required for infection, increased intracranial 
pressure, and cerebral irritation. Later operation was 
required for epilepsy, bone defects, aneurysm, or nerve 
palsy. 








ORDER OF ST. JOHN OF JERUSALEM 


Those recently appointed to, or promoted in, the Most 
Venerable Order of the Hospital of St. John of Jerusalem 
include the following members of the medical profession: 


As Bailiff Grand Cross: Brigadier Sir William Stewart Duke- 
Elder, G.C.V.O., F.R.S. As Knights: Colonel Sir William Coates, 
K.C.B., C.B.E., V.D., T.D., and Drs. C. R. de C. Sadler, 
T. D. W. Fryer, J. A. Carman, E. M. Dearn, and T. C. James. 
As Associate Knights: Dr, K. M. Budeiri and H.E. Dr. Dj. F. 
Tutunji. As Commanders (Brothers): Air Commodore G,. H. 
Morley, O.B.E., Q.H.S., and Drs. D, J. Turnbull, J. T. Watkins, 
and W. E. George. As Associate Commanders (Brothers): 
Brigadier A. Majali and Drs. J. R. Upton, C.B.E., A. Rabinowitz, 
and S. J. Hoffman. As Officers (Brothers): Mr. H. E. Hobbs 
and Drs. G. F. Keatinge, T. L. Oliver, H. C. W. Baker, T.D., 
L. F. le Grange, E. G. Michelson, E. T. Meyer, D. A. P. 
Fowler, R. L. Brown, C. N. Burnham-Slipper, T.D., E. T. 
Weekley E. B. Figueiredo, O. A. Tomlinson, W. J. G. Drake- 
Lee, E. H. Freidman, J. D. Fotheringham, and B. W. Buttsworth. 
As Associate Officers (Brothers): Drs. A. S. Majaj, G. B, Robson, 
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and E. Holman. As Serving Brothers: Mr. Hugh Wilson and 
Drs. J. McG. Elliott, G. S. Hale, M. F. de Silva, A. W. Moreira, 
G. de V. Theron, L. E, Krige, G. J. Cillié, B. Bromilow-Downing, 
J. H. Struthers, A, H. Golledge, S. Hughson, N. J. T. Hamilton, 
D. H. Cutler, E. E, Blomfield, J. C. MacIntosh, C. F. E. 
Stanford, K. H. Courtenay, A. C. Herrington, K. G. Outhred, 
L. Vout, T. K. S. Whiting, B. N. Adsett, A. E. Dickmann, N. P. 
Long, W. T. C. Straede, L. G. B. Cumston, W. J. C. Hill, and 
D. H. Warden. As Associate Serving Brothers: Drs. L. Meyerson, 
M. S. London, D. Judes, and S. H. Chazen. As Serving Sisters: 
Drs. Marjorie F. M. Martin and Mary M. Green. 





Nova et Vetera 








BODILY EXERCISE 


This is an English translation of a book published in 
Seville in 1553 and written by Christobal Mendez.* 
It is said to be the first printed book on exercise written 
by a physician. The translation is preceded by the 
author’s notes for the book, and followed by a reduced 
facsimile reproduction of the whole of the original 
Spanish text. 

The style is colloquial, and personal reminiscences 
give additional interest to the quaint dogmatic teaching, 
which is based on the old humoral pathology. The 
author has some doubts about that pathology, for, after 
mentioning the four humours, he adds: “As to whether 
each one is different or whether it is only blood which 
has the virtue of the others, anyone can say what he 
pleases because anything can be upheld.” 

Exercise is considered under the headings “ particular” 
and “ general,” and to obtain the greatest benefit should 
be voluntary, enjoyable, and accompanied by increased 
respiration leading to increased heat. The author claims 
that moderate exercise ‘“‘ makes purging and blood-letting 
unnecessary,” and believes that “for the passion of the 
soul there is no more decent remedy than voluntary 
movement.” He gives special exercises for the eyes, 
nose, and ears, and asserts that “sneezing is great 
medicine and very good, and shows that we have health 
as well as great virtue in the brain.” He recommends 
gargling in the morning “ even if with the water you use 
for washing, if it be not too cold.” 

He has no use for sluggards. “ Men without occupa- 
tion, with ranches in the country, very often might 
exercise and enjoy themselves doing what they order 
others to do to make a living.” Moreover, he thinks 
“anger is a great medicine for phlegmatic persons.” 
He sees great merit in ball games and in walking. 
A good ball-player “ must be of a very lively mind and 
have great attention and care,” and “he should not 
drink wine nor too much water.” Speaking of one man 
keen on ball games he remarks, “ he was half a babbler, 
but on this subject a complete babbler.” He admits that 
in ball games “many enemies and resentments are 
created through hitting somebody while playing, and 
some hatred and bad blood may appear, but players 
embrace each other after playing.” 

He divides life into six periods, of which the fifth is 
old age, which starts at 40 or more years ; for this period 
walking is the best exercise, but a good alternative is 





The Earliest Printed Book on 
By Christobal Mendez. Translated by 
Edited by Frederick G. Kilgour. (Pp. 122+ 
1960. 


*Book of Bodily Exercise. 
Exercise by a Physician. 
Francisco Guerra. 
XXVii. 


$10.) Connecticut: Elizabeth Licht. 


riding a mule. Chapter 12 is devoted wholly to 
describing the virtues of walking, during the course of 
which one may sing, recite, or “argue with yourself 
as if you were talking to someone else.” When exercise 
cannot be taken, massage is recommended. Perhaps the 
most remarkable claim is that “if you comb your hair 
very much in the morning it should be good for 
rheumatism.” This is a refreshing book to read. 


ZACHARY COPE. 


THE HUNTERS 


This is an interesting account of the lives of William 
and John Hunter,* those two remarkable men who came 
to London from a small farm seven miles from Glasgow 
and transformed medical teaching in the Metropolis. 
The title is misleading. John Hunter was anything but 
a reluctant surgeon, though it may well be that he was 
sometimes loath to leave his research work in order to 
earn that “damned guinea.” The words “and his Times” 
should be added to the title, for the author goes out of 
his way to give details of many current events and to 
add short biographies of many of the Hunters’ con- 
temporaries—for example, Cullen, Smellie, Douglas, 
Jesse Foot, Ruspini, Van Butchell, and many others. 
William Hunter is dealt with at some length ; indeed, | 
found more new material about William than about 
John Hunter. For example, how many readers know 
that William Hunters who made a fortune from teaching 
and practising among Englishmen, said late in his life 
about the country of his adoption, “As far as I am 
a judge this country deserves humiliation or rather a 
scourge ” (p. 255) ? 

In the preface it is stated that ‘“‘ Hunter has not fared 
well at the hands of his biographers.” Is that strictly 
true ? Though some new facts about Hunter may have 
been added since Stephen Paget wrote in 1897, it is 
doubtful whether anyone has surpassed the life which 
came from his skilful pen at that date ; and surely the 
succinct account contributed by Roodhouse Gloyne in 
1950 makes excellent reading and, incidentally, is well 
illustrated. Mr. Kobler has taken a wide view, as the 
15 pages of bibliography testify, but he has crowded 
rather too much on his canvas and inserted much 
interesting matter which is not strictly relevant to the 
biography. We will give but one instance. John 
Hunter’s unfortunate experiment upon hiniself is 
described in a page and half, but this is preceded by 
four and a half pages of description of the origin of 
syphilis and a page of quotation from Fracastoro’s 
famous poem from which the name of the disease was 
derived. Very interesting, but not entirely relevant to 
the biography. 

However, much may be excused in a book which, we 
suppose, is intended to be read by the lay public, and 
the author may be said to have succeeded in his object 
“to reclaim the scientist from the archives and the man 
from the shadows.” But we hope that in any reprint 
or second edition it will be made clear that St. George’s 
Hospital lies to the south of Hyde Park—a point which 
needs attention on pages 88 and 304. 

ZACHARY COPE. 





*The Reluctant Surgeon. The Life of John Hunter. By John 
Kobler. (Pp. 359. 21s.) London, Melbourne, Toronto: 
Heinemann. 1960. 
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With the help of expert contributors we publish below notes 
on a Selection of drugs in current use. 


“ Taractan ” (Roche), 

Chemistry.—Taractan has the chemical name @-2-chloro-9- 
(w-dimethyl-aminopropylidene)-thioxanthine. The structural 
formulae below show its relationship to chlorpromazine and 
imipramine. 
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CHLORPROMAZINE IMIPRAMINE TARACTAN 


Pharmacology.—Taractan has a central sedative action 
greater, weight for weight, than that of chlorpromazine. Its 
site and mode of action are not known; it may be the 
reticular system. The drug has also been shown to have 
anticholinergic, antiadrenergic, and antiserotonin activity 
peripherally. It has been postulated that there is a similar 
action centrally, the drug thereby helping to stabilize the 
autonomic system. But in the present state of knowledge 
such theories are of limited usefulness. 

Therapy.—Claims have been made that taractan is 
effective in treating patients with depression, schizophrenia, 
and neurotic states. It is certainly effective in some cases of 
mild endogenous depression, particularly when there is a 
somatic or hypochondriacal element. Its value in the 
treatment of neurotic states is very doubtful, and it is better 


not given for schizophrenia, except when depression super- . 


venes in a patient well controlled by a phenothiazine. As 
with imipramine, schizophrenic symptoms may be made 
worse when the drug is given alone. Claims that it benefits 
patients in manic states have not been substantiated. Dosage 
should start at 15 mg. t.d.s. and increase by this amount 
weekly until side-effects are experienced. The usual dosage 
for depressed patients is 90 mg. a day. 

Side-effects—Sleepiness is the most common side-effect, 
particularly at the start of treatment and on doses higher 
than 90 mg. a day. MHypotensive symptoms occur and 
extrapyramidal effects have been reported. A_ painful 
headache, usually concentrated in the occipital region, 
sometimes occurs. The possibility of toxic effects on the 
bone marrow should be borne in mind. 


N.H.S. Basic Price—100 tabs., 15 mg., 12s. ; 6 ampoules, 
30 mg. in 2 ml., 6s. 2d. 





A diary, worn with age and nibbled by mice, was found 
recently on a demolition site on Plymouth’s Barbican. It 
is the daily record of a clergyman who worked in the slums 
of Plymouth nearly 100 years ago. The journal, beginning 
in August, 1868, is an astonishing record of poverty, 
sickness and death, ignorance and drunkenness. The Rev. 
W. D. Browne was a total abstainer, but his “ flock * agreed 
with him only when they could not afford to drink or had 
delirium tremens. Illness was endemic. Measles would 
ravage a district, killing four or five children in a family. 
Other people, many of them young, died from typhoid, 
dropsy—for which they were “tapped”—cholera, and 
“ galloping consumption.” Once people caught these there 
was no physical hope, and Mr. Browne told them so. He 
discussed religion with the dying, and without exception 
they were “much grateful.” (Western Morning News, 
November 25, 1960.) 





Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


Deficit of Doctors 


Str,—In the early years of the twentieth century 
1,200 British doctors entered medicine annually (see 
Fig.). As a result of the partial emptying of medicat 
schools during the first world war, however, the average 
annual intake was only a little over 1,000 between 1910 
and 1920. The shortage of young doctors available in. 
Britain in 1920 was further aggravated by the loss of 
nearly 1,000 killed in the war. After 1918 the number of 
medical students was greatly expanded by the intake of 
returning ex-Service men, and the post-war rise in 
doctors qualifying reached a peak of 2,500 in 1924. 

3,000 
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New registrations of British doctors, 1886-1959, taken from the 

Medical Register. (N.B.—Doctors trained in the medical schools 

of the British Isles only are included. After 1952 doctors are 
included on provisional registration.) 


During the second world war the authorities ensured 
the adequate production of doctors by encouraging 
young men to enter medicine and by preventing medical 
students from leaving their studies to join the armed 
Services. Consequently entry into medicine was 
sustained at a high level throughout the war years, and 
there was a further post-war rise as ex-Service men 
qualified. Since 1950 the number qualifying has declined 
steadily and it will continue to do so for at least five 
years, because the number of medical students entering 
medical schools is also declining.? 

The first decade of the N.H.S. has been a period of 
expansion of medical personnel. The expansion has 
been made possible by the low rate of wastage of doctors 
through death and retirement between 1948 and 1958— 
a delayed effect of the first world war—coinciding with 
the great increase in the number of young doctors 
qualifying during, and immediately after, the second 
world war. The plentiful supply of British doctors 
which has made it relatively easy to staff the Health 
Service so far is, however, only a temporary 
phenomenon, and it is about to disappear. 

The students who filled the medical schools in large 
numbers after 1918 will soon be 65 years old. Between 
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1960 and 1965, the number of practising doctors reach- 
ing 65 will be 60% greater than between 1955 and 1960 
——-an increase of over 1,600 doctors.2 Meanwhile, in 
the next five years 800 fewer doctors will qualify than 
in the last five. Therefore the net increase in British 
doctors may be about 500 less each year in the next 
five years than in the last five—indeed, there will 
probably be a deficit. 

The effect of these changes will become apparent in 
the immediate future. A shortage of new entrants to 
general practice has already developed in the last six 
months, and soon it will become impossible to fill all 
the vacancies for new principals as they arise. The 
average number of patients on general practitioners’ 
lists, which rose for the first time between 1958 and 
1959,° will continue to rise for many years. The widen- 
ing gap between demande for, and supply of, general 
practitioners will cause a sharp rise in the earnings 
obtainable in general practice by young doctors. 

The number of doctors from Britain in junior hospital 
appointments will fall rapidly as the output of the 
newly qualified declines, as young doctors move into 
general practice, and as existing registrars fill the 
increasing number of posts of retiring consultants. 
Consequently, if we are to fill the present establishment 
of junior hospital posts, we shall have to rely increas- 
ingly on graduates from overseas. In a few years it 
will become difficult to fill all consultant posts with 
adequately trained British specialists. 

The period of expansion of British medical personnel 
in the Health Service is over ; the surplus of doctors has 
gone. The deficit will appear at a time when the com- 
bination of rising national prosperity and an expanding 
population will result in increasing economic demand 
for those with medical qualifications. Will the Health 
Service be able to cope any better with the complex 
problems which will face it in the lean years ahead 
than it has coped in the past with the relatively simple 
problems caused by abundance ?—I am, etc., 

Richmond, Surrey. J. R. SEALE. 
REFERENCES 


* Royal Commission on Doctors’ and Dentists’ Remuneration, 
1957-1960, 1960, p. 168. Cmnd. 939. H.M. Stationery Office, 
London. 

2 Report of the Committee to Consider the Future Numbers of 

edical Practitioners and the Appropriate Intake of Medical 
Students, 1957, p. 37. H.M. Stationery Office, London. 
* Report of the Ministry of Health for the Year Ended 31st 
ecember, 1959, 1960, Part I, p. 75. Cmnd. 1086. H.M. 
Stationery Office, London. 


Salary Crisis at Cambridge 


Sir,—Dr. K. Zinnemann (January 7, p. 49) accuses 
the A.U.T. of adopting an “egalitarian” policy. This 
is true if, by “ egalitarian,” he means that we regard all 
university subjects as being equal in status. A university 
teacher is a university teacher, whatever his subject and 
whatever his degree. Separate bargaining by sections, 
on grounds of scarcity or outside competition, is no 
more logical than separate bargaining by individuals, 
and we have no desire to see a return to the relative 
anarchy of the 1930s. Equally, most university teachers 
suspect that, where one group wields the weapon of 
outside competition, the result is justice, or something 
approaching it, for themselves and depression of the 
remuneration of the rest. It is easy to say that we should 
try to bring the salaries of non-medically qualified 
people up to those of the medically qualified, but no 


one with any knowledge of the Treasury or the U.G.C. 
can take this seriously. 

Dr. Zinnemann’s committee is, of course, acting on 
the policy adopted by the B.M.A. in 1956, that medical 
men and women, in whatever form of medical practice 
or service they are engaged, should be remunerated as 
doctors, and that their remuneration should not be 
determined by relation to that of lay personnel 
employed in the same sphere. My association would 
take no exception to this policy, provided that the word 
“remuneration” is not taken as the equivalent of 
“basic salary.” In our view, salary scales for university 
teachers should be uniform, grade for grade. Where, 
however, a university teacher functions in addition as 
a doctor, with hospital responsibilities, he is clearly 
entitled to extra remuneration, and this, we believe, 
should come from some other source. The hospital 
service is getting the services of highly qualified 
specialists without much cost to the N.H.S. The 
additional remuneration should come from some such 
source. My association would gladly join the B.M.A. 
and Dr. Zinnemann’s committee in pressing for that 
type of joint appointment.—I am, etc., 


KENNETH URwWIN, 


Executive Secretary, 


London W.2. Association of University Teachers. 


The Wind of Chazge 


Sir,—I read with interest your 'eacing article under 
this title (December 24, p. 1852) I have been 
advocating the teaching of the mouth-to-mouth method 
of artificial respiration for over two years, and trying 
to convince people that the method was neither immoral 
nor likely to lead to infection of the person giving 
artificial respiration. 

This method of artificial respiration is the easiest one 
to teach. It has been shown that, while the best 
ventilatory exchange which can be achieved with any 
of the manual methods and with the patient intubated 
is of the order of 500 c.c. per cycle, with the mouth- 
to-mouth method a ventilatory exchange of 1,500 c.c. 
per cycle can be readily maintained. In my opinion, 
the use of airways or bellows is to be discouraged, as 
these appliances are not likely to be available in an 
emergency and a layman, might feel that he could not 
proceed without them. 

The following account may be of interest as illus- 
trating the usefulness of the term ‘“‘ mouth-to-mouth ” 
to describe this method. 


In May, 1960, I gave a lecture on the mouth-to-mouth 
method of artificial respiration, and in July, 1960, a father 
living locally found his 11-months-old baby girl face 
downwards in a lily pond in the garden. The child was 
white and pulseless and not breathing and he was convinced 
she was dead. He was completely untrained in any form 
of artificial respiration, and as he held the child in his 
arms he had no idea what he should do. Suddenly he 
remembered somebody telling him of my talk and the term 
mouth-to-mouth artificial respiration came to his mind, and 
he blew into the child’s mouth. He found that his mouth 
covered the baby’s nose as well as her mouth and that when 
he stopped blowing his own mouth filled with water, so he 
applied suction in between the inflations and got rid of the 
water. Due to lack of experience he kept the child’s neck 
flexed, and he commented to me later on the difficulty he 
experienced in blowing into her lungs. Nevertheless, his 
efforts were successful and within a period of a few minutes 
the child revived and is now none the worse for her 
experience. 
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About a month later this father was on holiday at the 
seaside when a middle-aged man collapsed in the sea 
and was brought out, apparently drowned. He immedi- 
ately went to the victim, extended his head and pinched 
his nose and blew into his mouth, and has told me that 
he found the method quite easy to use and that he was 
not in the least put off at the time by any aesthetic 
considerations, his only desire being to save a life. He 
continued his efforts for 10 minutes, at the end of which 
time his only complaint was that he felt slightly dizzy. 
Unfortunately, his efforts were unsuccessful, as this 
patient had had a coronary thrombosis.—I am, etc., 


MICHAEL B. CARSON, 
Chief Medical Officer, 
Southern Gas Board. 


Southampton. 


Sir,—Working on a bio-bibliography on “ British 
Travellers in Norway” (a spare-time hobby), I came 
across the following description of a successful mouth- 
to-mouth treatment by John Laing, surgeon, in his 
Account of a Voyage to Spitzbergen (in 1806), London, 
J. Mawman, 1815, pp. 149-152: 


“ 


. . . On the 26th an accident happened which was like 
to have deprived us of one of our boatsteerers, but, 
fortunately, was not finally attended by any evil conse- 
quence., He was thrown out of the boat by the stroke of 
a whale’s tail, but kept himself on the top of the water 
by his oar. The crew were in such disorder, that before 
they got him into the boat, he was almost senseless with 
cold, and still worse before they could row him.to the ship. 
He was brought down to the cabin, stripped, and laid on 
a blanket before the fire. His hair was like so many icicles, 
and the body exhibited every cadaverous appearance. No 
pulsation was to be found in any part, and I held a mirror 
before his mouth without producing the least evidence of 
respiration. I immediately ordered the soles of his feet 
to be rubbed with strong brine; his temples were chaffed 


with strong volatile spirits, and the same were applied to © 


his nose. Hot flannels, moistened with camphorated spirits 
of wine, were applied to the spine, and over the breast, and 
renewed every quarter of an hour. Stimulating powders 
were put to his nose, but without any apparent effect ; he 
never shewed the least symptoms of animation; nor could 
the body be brought to any degree of warmth, notwith- 
standing being rubbed with hot coarse cloths. As the last 
resource, I ordered one of the men to blow into the patient’s 
mouth, as strongly as he could, holding his nostrils at the 
same time lest any of the air should escape. When I found, 
by the rising of the chest, that the lungs were properly 
inflated, I ordered him to quit blowing, and with my hand 
pressed down the chest and belly, so as to expel the air. 
This imitation of natural respiration was pursued for a 
short time, till putting my hand on his left breast, I found 
his heart give some feeble beats: soon after, the pulse at the 
wrist was found to beat. In a short time he opened his eyes, 
and looked round in wild amaze; then shut them again. 
As soon as he was able to swallow, I gave him a gentle 
cordial, which was repeated every five minutes, till he was 
a great deal recovered. The Captain was so kind as to 
order him to be put into his own bed, with two of the 
men, one on each side, to bring him the sooner to a natural 
heat. Plenty of clothes being put over them, he soon fell 
into a profound sleep and gentle perspiration, and so 
remained for two or three hours, when he awoke quite well 
and refreshed, but had rather a wild look. On giving him 
a glass of brandy, he arose, and went to his own birth as 
before. All the time I was on board, the poor fellow 
expressed the greatest gratitude to me, and thankfulness to 
God for thus being providentially rescued from the grasp 
of death... .” 


—I am, etc., 


Oslo, Norway. E. H. Scuiétz. 


Mode of Action of “ Celbenin”’ 


Sir,—The recent publications on “ celbenin ” included 
a letter by Dr. W. B. Hugo and Mr. A. D. Russell 
(October 8, p. 1085) on the induction of spheroplasts 
of Gram-negative organisms by this antibiotic. This 
suggests that a common cytotoxic effect is shared by 
penicillin G and celbenin. Penicillin G is believed to 
produce its bacteriostatic effect by interfering with the 
synthesis of the rigid cell-wall component; if celbenin 
acts in the same way it might be expected—like penicillin 
G—to have no effect on those organisms derived from 
bacterial cells that do not possess the rigid cell-wall 
layer. Enzyme-induced Lt forms of Streptococcus 
pyogenes (type 6), growing in liquid culture, do not 
appear to contain the normal mucopeptide cell-wall 
component and are insensitive during growth to 10,000 
units/ml. penicillin G, while the growth of the original 
parent strain in the normal coccal form is inhibited by 
less than 0.1 unit/ml. Similar tests using celbenin have 
shown that the growth of the normal coccal form is 
inhibited by 0.2 »g./ml. while the L form growth derived 
from it is not inhibited by 1,000 yg. /ml. 

These results are consistent with the hypothesis that 
celbenin, like the other penicillin derivatives, exerts a 
toxic effect on bacteria by interfering in cell-wall 


metabolism.—We are, etc., 
H. Gooner. 


W. R. MAXTED. 


Streptococcus and Staphylococcus Reference Laboratory, 
Central Public Health Laboratory, 
Colindale, London N.W.9. 


General-practitioner Research 


Sir,—Many general practitioners in this country and 
in the Commonwealth are undertaking research of very 
varied types. We should like to make it known that 
the Committee for Research in General Practice of the 
Medical Research Council and the Research Committee 
of Council of the College of General Practitioners are 
able and willing to help in a number of different ways. 


1.—On the committees there are people who can give 
advice on the approach to general-practitioner research 
problems and the techniques which can most usefully be 
applied to their solution. 

2.—General practitioners often require specialized advice 
on specific aspects of their problems. It is usually possible 
for us to obtain this help and advice for them. 

3.—Some problems require for their solution access to 
elaborate machinery which can be gained through contact 
with university, hospital, or other departments. Our 
committees can help by effecting the appropriate 
introductions. 

4.—A doctor may be working alone on a problem unaware 
that other practitioners in other parts of the country are 
tackling the same or related problems. Our committees 
provide an_ effective link between interested general 
practitioners. 

5.—It sometimes happens that a promising research 
project is hampered for financial reasons. Applications for 


.financial help may be favourably received. Grants may be 


provided for out-of-pocket expenses—for example, in the 
employment of secretarial help or in the purchase of special 
equipment, and possibly for the provision of a locumtenent. 
Each application is considered on its merits and on its 
particular requirements. A doctor wishing for help should 
give a great deal of thought to his problem and to the 
practicability of the proposed research before making the 
application. 


Close liaison will be maintained between the two 
committees, so that if an application to the one seems 
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to be more appropriate to the other it will, with the 
permission of the applicant, be passed on. 

Interested general practitioners should communicate 
with one of the undersigned.—We are, etc., 


R. E. Hope Simpson, 


Secretary, Medical Research Council Committec 
for Research in General Practice, 
38 Old Queen Street, London S.W.1. 


‘ R.J. F. H. PINSsENT, 


Chairman, Research Committee of Council of the 
College of General Practitioners, 
41 Cadogan Gardens, Sloane Square, London S.W.3. 


New Cases of G.P.I. 


Sirn,—I was interested to read “New Cases of 
G.P.I.” by Drs. S. Bockner and N. Coltart (January 
7, p. 18), since in the past year three new cases of 
syphilis, contracted during the war, have presented 
themselves. In the previous ten years I had seen no 
cases. 

One was a woman of 41 with G.P.I. who presented 
as a psychiatric problem with considerable mental 
confusion and restlessness. The second was a man of 
52 with tabes dorsalis. He presented with an eye injury 
when his Argyll Robertson pupils were noted. Within 
a week of being seen he developed acute colicky 
abdominal pain, which was not due to a tabetic crisis. 
Operation revealed adhesions of the small intestine 
causing obstruction. The last case was a man of 48 
who was found to have a moderately enlarged spleen. 
Initial investigations were negative, but six months later 
his blood W.R. was positive. 

The age group 15 to 65 years in 1939 was the one 
most liable to infection. My practice has 1,264 in that 
group, of whom three are known to have tertiary 
syphilis. It is becoming increasingly important to bear 
this diagnosis in mind.—I am, etc., 


London E.10. 





J. SAPERIA. 


Sir,—The warning of the increased incidence of 
G.P.I. by Drs. S. Bockner and N. Coltart (January 7, 
p. 18) prompts me to refer to another aspect of the 
injudicious use of penicillin, particularly by ship 
surgeons and others who have limited diagnostic 
facilities. The implications of the use of penicillin for 
a coincidental infection during the unsuspected incuba- 
tion of a venereal disease give food for thought, but a 
few injections given expressly for an undiagnosed genital 
lesion (however innocent it may look) should be 
deprecated. If the lesion is syphilitic, these small doses 
heal the lesion but do not necessarily cure the disease, 
and the Wassermann test may be suppressed for a con- 
siderable period: in: one case there was presumptive 
evidence that it was sixteen months. The risk of later 
tertiary lesions of syphilis is considerable. Streptomycin 
and sulphonamides have no appreciable effect on the 
Treponema but will heal most non-syphilitic genital 
lesions. 

It would be wise subsequently to treat any patient who 
has received a small dosage of penicillin for a genital 
lesion with the full course which would be necessary if 
a diagnosis of syphilis had been established, and to 
follow the case with serological tests for a minimum of 
two years.—I am, etc., 

DaviID ERSKINE. 


London W.1. 


Venereophobia 


Sir,—The following somewhat similar cases of fea: 
of venereal disease may be of interest. 

(1) A man who had recently retired from the Roya: 
Navy after twelve years’ service, whose daughter was 
suffering from pneumonia, stated that her condition was 
due to syphilis, which she had inherited from him 
Apart from the history of an isolated infidelity there 
was no evidence of infection or treatment. His W.R 
was negative. He became completely obsessional, and 
eventually entered a mental hospital and made a good 
recovery. Subsequently he rejoined the Navy and has 
had no further relapse. (2) A retired seaman of over 
twenty years’ service in the Royal Navy, whose son at 3 
was critically ill with bronchopneumonia secondary to 
whooping-cough, said that the condition was due to 
syphilis. He also gave a history of a single venereal 
risk. He had reported to his medical officer, who had 
taken blood for test, but had received no treatment. 
His W.R. was negative, but, as he still persisted that 
infection was present, he was referred to a venereal 
clinic, where all findings were negative. This man also 
became obsessional, and entered a mental hospital 
Shortly after discharge he hanged himself. 

Although the above cases are extreme, it is suggested 
that this fear must be a frequent, if unrecognized, cause 
of anxiety states among seamen.—I am, etc., 


Fareham, Hampshire. G. G. THYNE. 


Clients of Prostitutes 


Sir,—Dr. Robert Thomson says (December 31, p 
1957) that “almost all prostitutes are . . . completely 
frigid.” Statements of this sort are frequently made by 
authorities on the subject, although I wonder on what 
evidence their opinion is based. Is it derived from 
statements of the ladies themselves or their clients ? 
Or is it merely the puritanical objection of the British 
(at an unconscious level, of course) to the thought that 
filles de joie take pleasure as well as money from their 
activities ? 

I think the matter should be seen against the back- 
ground outlined by Glover,! who pointed out that 
“although [sexual frigidity in experienced prostitutes] 
is highly significant it should be remembered that in 
one form or another frigidity is common both in 
neurotic and in apparently normal women.” Also, | 
was interested in the firm opinion given me by a criminal 
who was my patient in prison for over a year and who 
normally spends much time with and derives a con- 
siderable income from prostitutes. It is his experience 
that while a prostitute may be frigid with her customers 
she is often an enthusiastic performer with her 
protector or boy friend. It may be that this facultative 
frigidity is nearer the truth.—I am, etc., 

Dingleton Hospital, J. K. W. Morrice. 


Melrose. 
REFERENCE 


* Glover, E., The Psychopathology of Prostitution, 1944. Institute 
for the Study and Treatment of Delinquency, London. 


Prescribing Costs 
Sir,—Now that the Pricing Bureaux have resumed 
the pricing of scripts in full, they are also examining the 
prescribing of individual practitioners, and many doctors 
now find themselves charged with “ overprescribing.” 
Why should general practitioners (and indeed in 
particular single-handed practitioners) be blamed and 
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surcharged if the “average gross cost per patient on 
their list” exceeds the average of their neighbours ? 

If we look back to the National Health Insurance 
days we find that the regulations for excessive prescrib- 
ing were set up largely to meet a special situation where 
the sum set apart for pharmaceutical services was 
definitely limited and the chemists agreed to accept a 
colleetive responsibility to supply all the drugs, etc., 
ordered, in return for the payment to them of the total 
available sum, and at the same time agreed to accept a 
discount on their accounts (if necessary) to bring them 
within the available sum. This, of course, was a very 
acceptable scheme for the Treasury, who had then a 
limited financial responsibility, but, on the other hand, 
the chemists had a very real interest in the prescribing 
habits of the doctors because any undue increase would 
involve them in a very serious financial loss. At that 
time the Service was limited to general practitioners 
and chemists, but, since most of the doctors were in 
industrial practice and also most of them dispensed 
for their private patients, they usually used the same 
standard for both private and insured persons and were 
in general modest in their prescribing. Fortunately, 
too, for the Treasury the day of expensive antibiotics, 
sulphonamides, tranquillizers, etc., had not yet dawned. 

The conditions of those days no longer apply, but 
neverthéless the old regulations have been carried over 
into the new National Health Service, and the politicians 
regard the general practitioners as being solely 
responsible for the drug bill. These regulations are of 
course entirely negative. There is no suggestion that 
they are designed to improve the standard of medical 
treatment or even encourage doctors to give the best 
treatment available. The doctor is threatened with 
surcharge if he prescribes more zealously or more 
sympathetically than his neighbours. He must be for 
ever iooking over his shoulder to see what his colleagues 
are doing. This is not good for medicine. 

When we examine the N.H.S. Act we find that 
Section 38(1) provides that the executive council shall 
arrange “for the supply of proper and sufficient drugs 
and medicines and prescribed appliances,” and the 
position of the word “ prescribed ” in the above context 
implies that Parliainent intended no such restriction to 
apply as to what drugs and medicines should be pre- 
scribed. Further, under paragraph 10 of the Terms of 
Service the doctor “is required to order... such 
drugs and prescribed appliances ... as are requisite 
for the treatment of any patient.” But although the 
doctor has the duty, and is indeed placed under an 
obligation, to order what he considers (or indeed is 
advised) is requisite for the patient’s welfare, he is 
placed in a dilemma by the Service Committee Regula- 
tions, which render him liable to a serious penalty if his 
prescribing costs (that is the “average gross cost per 
patient on his list™’) are judged by the local medical 
committee, or on appeal by the Minister’s referees, to 
be in excess of what is reasonably necessary for the 
treatment of his patients, whether by reason of the 
character or quantity of the drugs ordered. 

How is the practitioner to discover whether the cost 
of a drug which in his opinion is “requisite for the 
treatment of (the) patient,” and therefore presumably a 
“proper and sufficient drug” which the executive 
council is required to supply, will be regarded by the 
Minister’s referees as being in excess of what is “ reason- 
ably necessary”? And why should this burden be 
placed on the Part IV general practitioner alone ? 
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Indeed, we may go further. Anyone who examines the 
schedules drawn up by the Pricing Bureau will find that 
the “ average cost per person on N.HLS. list ” is worked 
out individually for each single-handed doctor, but for 
partnerships it is given as a whole (not for the individual 
partners), and this may often result in a partnership 
being self-balancing, so that the net partnership figure is 
near the average. Hence all single-handed practitioners 
stand in danger of investigation and surcharge whilst 
partnerships are less likely to be investigated. In any 
case Parliament must reconcile itself to the fact that 
advances in medical treatments are taking place at a 
rapid rate and that if effective treatments are found for 
illnesses which were formerly held to be incurable or 
had to be endured without complaint, and more 
especially if such treatments are found for common 
ailments, they may well be expensive (especially at first), 
and the cost of the pharmaceutical services will steadily 
increase. General practitioners cannot be held solely 
responsible for rising costs.—I am, etc., 


Leeds 6. J. H. E. Moore. 


Tooth Reimplantation 


Sir,—Mr. J. M. Foreman’s letter (December 24, 1960, 
p. 1889) concerning the reimplantation of a central 
incisor is welcome not so much from the point of view 
of the advisability of the procedure as to draw attention 
to the peril to which recently erupted permanent central 
incisors are constantly subjected whenever a Boyle- 
Davis gag is used and a tonsillectomy performed. It 
should be noted that at the age of 6 or 7 these 
teeth, upon which a lifetime of appearance depends, have 
at this time only one-half to two-thirds of their roots 
formed, the length of root portion being frequently no 
more than that of the crown. Only slight leverage, 


. particularly in a labial direction as produced by these 


gags, is therefore sufficient for the dislodgment of a 
central incisor, and, even if it is not completely extracted 
by the gag, dislocation of this type results in grave 
damage to the blood supply to the pulp of the tooth and 
to its supporting tissues. 


Provided a central incisor has a fully formed root, as is 
usually the case by the age of 10 or 11, dislocation with 
retention of the tooth in its socket is frequently susceptible 
to treatment by the fitting of an acrylic cap-splint for some 
weeks associated with extirpation of the pulp, which usually 
undergoes necrosis from apical-vessel disruption. If, how- 
ever, the root is only partly formed and the apex wide open 
the long-term prognosis for the tooth is extremely bad. 
Root-canal therapy cannot now be undertaken and in the 
majority of cases extraction is the only possible treatment. 





Fic, 1 
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If the tooth is completely avulsed from its socket the 
long-term outlook for its successful lasting into adult life is 
again gloomy indeed. If the apex is closed the root-canal 
may be filled and the tooth replaced in position and retained 
by a cap-splint for some weeks. At the time of replacement, 
many advocate the precaution of giving antitetanus serum if 
the tooth has lain, for example, in the road or playground. 
On removal of the splint after some weeks the tooth will 
frequently now be found to be firm with satisfactory attach- 
ment of periodontal tissues and a near normal appearance 
of the gingival sulcus. All usually goes well for a period of 
12 to 24 months, during which time the procedure is 
frequently credited as being successful and the operator 
may be inspired to write an enthusiastic letter to a medical 
or dental journal. Subsequently in almost all cases root- 
resorption will occur (Fig. 1), and in many instances the root 
will eventually completely disappear. 

If a closed-apex tooth is not root-filled before reimplanta- 
tion, at best pulpal obliteration by calcific material of root 
canal and pulp chamber will occur with discoloration of the 
natural crown. At worst, pulpal necrosis with chronic or 
acute apical abscess formation from secondary infection will 
sooner or later result. A tooth with an open apex, as in 
Mr. Foreman’s case, may appear to be clinically satisfactory 
for a year or so, but again the likely sequel, subsequent to 
some attempt at apical repair by irregular calcific material, 
is for the pulp to become necrotic and abscess formation 
again to follow. 

If therefore a central incisor is reimplanted, following 
avulsion from any type of trauma, the chances of it lasting 
into adult life are extremely poor. Although it may be 
argued that the appearance is temporarily restored, not only 
will the child have to have a further general or local 
anaesthetic for the later extraction of the reimplanted tooth 
(and it has been extracted once already) but may well have 
to receive antibiotic therapy or surgical treatment for later 
periapical complications. 

In addition, there is another important consideration 
concerning the restoration of appearance. If the central 
incisor is lost early at the age of 6 or 7 it is pe:sfectly 
practicable in many cases to allow the lateral incisor to 
drift mesially into the space previously occupied by the 
central incisor or to guide it into this position by means of 
an orthodontic appliance and then subsequently convert it 
in appearance to that of the central incisor by fitting a 
porcelain jacket crown. This treatment, which involves no 
devitalization of teeth, frequently gives a _ satisfactory 
appearance and function into adult life (Fig. 2). If, however, 





Fie. 2 


the tooth is reimplanted and retained in place for four or 
five years it may well be too late for this procedure to be 
successfully undertaken, and the poor patient is then often 
doomed to wear a one-tooth partial upper denture for the 
rest of his or her life, with associated later damaging effects 
to the maxillary dentition as a whole. In consequence, I 
personally believe that if a central incisor is knocked out by 
any trauma, including that produced by an anaesthetist’s gag, 
the patient’s interests will be best served by omitting to 
replace it. 

If a group of anaesthetists, tonsillectomists, 
manufacturers of anaesthetic gags, and dental surgeons 
concerned with the treatment of traumatized incisors in 
children could only get together to discuss this particular 
problem there is little doubt that dentally safe gags could 
be designed. One has only to read of the frequent 
medico-legal battles fought over this particular injury 
to realize the importance of improving present instru- 
ments to provide access for the surgeon to the tonsillar 


regions.—I am, etc., RIcHARD R. STEPHENS. 


Department of Children’s Dentistry, 
Institute of Dental Surgery, 
London W.C.1. 


Sir,—I was very interested to read Mr. J. M. 
Foreman’s letter (December 24, p. 1889) on tooth 
reimplantation following an involuntary extraction 
with the Boyle-Davis gag. Probably a more common 
cause of accidental tooth extraction is the misuse of 
the laryngoscope, particularly if it is used to open the 
mouth by pressure on the incisor teeth. 

The method of replacing the tooth with a blow from 
a hammer is to be deplored, particularly as there must 
be a risk of damage to the neighbouring teeth. If a 
tooth is accidentally dislodged and then replaced soon 
afterwards, that tooth will be a devitalized structure, as 
the blood supply of the pulp will not regenerate. In 
view of this, there is something to be said in favour of 
not replacing a tooth in a young child, as the gap will 
frequently close naturally with a reasonably aesthetic 
result. The main difficulty with this line of treatment 
is the explanation to the parents. In a healthy adult 
the tooth may be washed clean in saline or an antibiotic 
solution, root-filled, apicected, and then splinted or 
wired back in its original position. To increase the 
chance of success, this treatment should be carried out 
as quickly as possible, and at no time should the tooth 
be sterilized, as this would destroy the vitality of the 
periodontal membrane fibres. In a patient who already 
possesses a partial denture, the gap may be filled with 
a prosthesis.—I am, etc., 


St. George’s Hospital, 


London S.W.1. J. H. Sowray. 


Antidiabetic Drugs in Parkinsonism 

Sir,—Drs. R. O. Gillhespy and A. Paton (November 
26, 1960, p. 1597) have described their experience using 
the oral antidiabetic agent, chlorpropamide, in the 
treatment of Parkinsonism. Their results are impressive 
in that 58 out of 88 patients receiving chlorpropamide 
alone or in combination with other drugs showed 
improvement. 

In an attempt to assess the efficacy of the oral 
antidiabetic preparations in Parkinsonism a trial was 
undertaken in this unit. We used tolbutamide, the drug 
recommended by Gates and Hyman.’ Although the 
number of patients treated is as yet small we’ are 
prompted to report our results, as the sulphonyl ureas 
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are now being generally advertised as a specific remedy 
in Parkinsonism. Eleven patients with Parkinsonism 
under hospital supervision were given tolbutamide, 
3 g. daily. Of these, only one showed any improvement 
—he had paroxysmal tremor which had previously 
shown long periods of remission. In view of this 
disappointing experience it seems unlikely that the 
antidiabetic properties of the drug per se are responsible 
for the improvement reported in other series. However, 
it may be that chlorpropamide acts.on the central 
nervous system by some other mechanism.—We are, 
etc., 

Neurological Unit, 


Northern General Hospital, 
Edinburgh 5. 


J. A. SIMPSON. 
I. T. DRaPer. 


RENCE 
‘ Gum, E. W., and Hyman, I., J. Amer. med. Ass., 1960, 172, 


Buerger’s Disease 


Sir,—In your leading article on Buerger’s disease 
(October 22, p. 1214), it was queried whether the 
condition exists as a specific disease entity. 

It seems surprising that after the considerable amount 
of work done on the subject during the last decades 
the two conditions are confused. The two conditions 
are: Buerger’s acute inflammatory peripheral vascular 
disease (the occlusive thrombangiitis of young adults 
who are all smokers), on the one hand; on the other, 
the occlusive vascular disease of an arteriosclerotic, 
degenerative, and dysmetabolic nature, which occurs in 
the elderly. We have contributed several papers'* to 
this problem, some of them in English. 


Apart from the clinical features described in the original 
and classical papers, there is now decisive evidence from the 
results of modern *veatment, which enables us to separate 
these two forms of the disease. The cause of (Buerger’s) 
acute, inflammatory peripheral occlusive thrombangiitis is 
tobacco smoke; its effective treatment is the malaria 
therapy introduced by us (1958) for the treatment of 
Buerger’s disease, and for other medical ailments and also 
for certain skin and eye conditions. 

In-otr opinion, malaria therapy has an anti-allergic, anti- 
inflammatory effect, and, in a broader sense, acts on the 
dynamics of allergic inflammation. In ten years’ experience 
on more than 300 patients with occlusive thrombangiitis we 
have found constant clinical cure of Buerger’s disease, even 
in progressive cases with deep ulcerations and gangrene 
(phase ill, IV, and V), with malaria treatment. In our 
film “Clinical Cure of Buerger’s Disease with Malaria 
Treatment ” (Duvivier, Paris, 1960) we reported on several 
very seriously affected - patients who showed complete 
clinical cure, some of whom had undergone numerous 
operations previously. If after such a cure the patient will 
refrain completely from all inhalation of tobacco smoke, the 
cure will be permanent (we have patients who have remained 
in good health for 10 years). If, however, the patients take 
to smoking again (direct inhalation) or even remain in an 
atmosphere of tobacco smoke (indirect inhalation), their 
condition will recur sooner or later and will become 
irreversible. 

Our observations confirm the view that Buerger’s 
disease is an acute vascular inflammation (of the arteries 
and the veins) of an allergic-hyperergic nature caused 
by tobacco smoke, which is well distinguished from 
degenerative, arteriosclerotic, dysmetabolic arterial 
disease. This view is supported also by the result of 
the malaria therapy. In Buerger’s disease malaria 
treatment will produce—as already stated—permanent 
and complete clinical cure if the patient gives up 
smoking. In the arteriosclerotic form of occlusive peri- 


pheral vascular disease, the effect of this treatment is 
negligible or there is no response at all—I am, etc., 


Clinica Bastianelli, 
Rome. F. CorRELLI. 
REFERENCES 
* Corelli, F., Communication to the Accademia Medica di Roma, 
March 28, 1958. 
—— Minerva med, (Torino), 1958, 49, 2685. 
— Boll. Accad. med, pistoiese Pacini, 1958, 30, 4. 
—— Med. Wld (Lund.), 1959, 91, 529. 
—— Allergie u. Asthma, 1960, 6, 81. 
Policlinico, Sez. prat., 1960, 67, 985. 





Lumps in the Breast 


Smr,—Aspiration of breast cysts is perhaps a heterodox 
method of treatment, but I write to support Mr. R. W. 
Wyse (November 26, p. 1599) in his advocacy of aspira- 
tion. My experience, although shorter, is similar to his, 
and I am certain that the practice of removing all 
lumps from the breast is wrong, for many can be 
emptied completely and permanently by aspiration. 
Recurrence is uncommon, but if it occurs repeat 
aspiration is simple. I have only one patient who had 
a carcinoma at the same time as the kind of cysts under 
discussion, but the growth was in a different quadrant 
from the cysts. One patient developed fat-necrosis at 
the site of aspiration three years afterwards ; clinically 
it appeared to be a carcinoma, and it suggested that 
here was a case that showed aspiration to be wrong. 

What is recommended is by no means original. In 
the series “ Surgical Procedures in General Practice,” 
published in this journal more than twenty years ago, 
my father! advised aspiration as the treatment of 
chronic mastitis, as the disease was then called. Mr. 
Wyse’s conclusions are identical with my father’s, and 
he had a vast experience in surgery of the breast.—I 
am, etc., 

Southampton. Tom ROWNTREE. 
REFERENCE 
* Rowntree, Cecil, Brit. med. J., 1938, 2, 1002. 


Prostatic Abscess in Infancy 


Sir,—In addition to the five cases reported in your 
annotation of December 31 (p. 1945) three more have 
been recently described. All three were neonates and 
were admitted to one surgical unit of the Royal Hospital 
for Sick Children, Glasgow, within a year. This suggests 
that the apparent rarity of prostatic abscess in infancy 
may be due to failure to suspect the condition.—I am, 
etc., 

WALLACE M. DENNISON. 
aos Hospital for Sick Children, 
lasgow C.3. 
REFERENCE 
* Mann, S., Arch. Dis. Childh., 1960, 35, 396. 


Preventive Medicine 


Sir,—May I refer Dr. Carey D. Baker (December 10, 
1960, p. 1738) to the report of the W.H.O. Expert Com- 
mittee on Public Health Administration (First Report, 
1952) which defines preventive medicine as follows: 


The science and art of preventing disease, prolonging life, 
and promoting health and efficiency through organized 
community efforts for the sanitation of the environment, 
the control of communicable infections, the education of 
the individual in personal hygiene, the organization of 
medical and nursing services for the early diagnosis and 
preventive treatment of disease, and the development of 
social machinery to ensure for every individual a standard 
of living adequate for the maintenance of health, so 
organizing these benefits as to enable every citizen to realize 
his birthright and longevity. 
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Having read that, Dr. Baker must agree that early 
‘diagnosis is an integral part of preventive medicine. I 
agree that you cannot have early diagnosis if you must 
wait until the patient presents himself clinically sick, 
but that is precisely the point I want to make. If pre- 
ventive medicine is to work, the individual, or potential 
patient, must be seen before he becomes manifestly 
pathological. The present system of medicine does not 
allow for this. It mostly caters for the treatment of 
established and diagnosable disease at general-practi- 
tioner surgery level. If persons in “ normal” states of 
health attended health centres (or surgeries) for regular 
and carefully recorded medical check-ups, then, in my 
opinion, the early signs of disease would be detected 
and the appropriate preventive measures taken to arrest 
further progress. The bulk of this work could be done 
at general-practitioner level and within the framework 
of their existing facilities. Crude examples of the value 
of preventive methods are the use of mass radiography 
for the detection of subclinical lesions, blood-testing at 
antenatal level and the prevention of anaemia, cardiac 
examination at school medical inspection, and the 
detection of operable congenital conditions——I am, etc., 


Navan. ANTHONY EUSTACE. 


The Wright Anemometer 


Sir,—I have just seen the letter from Dr. Donald 
‘Campbell (September 24, p. 943) which I somehow 
missed when it was published. The short answer is that 
the figure of 5 litres/min. given by the makers refers 
to minute volume, not steady flow. This is not made 
clear in the leaflet, but a new handbook, in which this 
and other points are dealt with in detail, will be issued 
shortly. The calibration factor for a steady flow of 
12 litres/min. would correspond to a minute volume of 
about 4 litres/min., so in fact Dr. Campbell’s figures 
show that the instrument’s performance is rather better 
than claimed. This is confirmed by Byles’s recent 
paper.'—I am, etc., 


National Institute for Medical Research, 


London N.W.7. B. M. WRIGHT. 
REFERENCE 


* Byles, P. H., Brit. J. Anaesth., 1960, 32, 470. 


Non-spherocytic Haemolytic Anaemia 


Sir,—Quite recently we came across a patient suffering 
from hereditary non-spherocytic haemolytic anaemia 
with an unusual clinical presentation. The patient was 
an Irishman, aged 33 years, whose presenting symptoms 
with each crisis were abdominal pain accompanied by 
nausea, bilious vomiting, and jaundice. The abdominal 
pain, usually severe and colicky in nature, was associated 
with muscle-guarding. The situation of pain varied from 
place to place with each attack, and it lasted for several 
days before gradually dying out. 


These symptoms started when he was about 18 years old, 
and he was hospitalized on several occasions in this country 
and abroad. The presenting picture each time was that of 
an acute abdomen, which once necessitated a laparotomy 
with negative findings. A normal appendix was removed. 
On other occasions he recovered completely under 
conservative management. He never needed blood trans- 
fusion. The diagnosis was made after full investigation 
about 2} years ago when he was admitted into this hospital. 
Splenectomy was not carried out. His gall-bladder was 
removed, but there was no evidence of stones in the biliary 
tree. Of his four brothers and sisters, all of whom had 
haematological investigations done, one was found to be 
similarly affected. The patient and this brother were 


jaundiced at birth. The mother also had repeated attacks 
of jaundice, but she had not been investigated. One of 
the maternal aunts had gall-stones. 

On examination the spleen and liver were just palpable, 
and there was slight icterus which soon disappeared. 
Although there was evidence of haemolysis, the haemoglobin 
was 13.5 g./100 ml., serum bilirubin 2.6 mg./100 ml., 
urinary urobilinogen 19 mg. in a 24-hour specimen, and 
reticulocytes 10%. The liver-function tests were normal. 
In the peripheral blood no spherocytes were seen, but there 
were moderate anisocytosis, marked poikilocytosis, marked 
polychromasia, and very few target cells. The white cell 
and differential counts were normal. The osmotic fragility 
was slightly decreased, and, after 24 hours’ incubation, fell 
within normal limits. The Coombs test was negative ; 
porphobilinogen and haemoglobin were not present in the 
urine. The autohaemolysis of defibrinated blood at 24 
and 48 hours was abnormally high, and the addition of 
glucose to it decreased the haemolysis though not to the 
normal level. 


This case cannot be classified with certainty, bui 
resembles the cases of Dacie type I non-spherocytic 
haemolytic anaemia fairly closely. In the absence of 
abnormalities in the biliary system and renal tracts, not 
found even after full investigations including two 
laparotomies, one finds it rather difficult to ascertain the 
actual cause of the pain. This could be due to haemo- 
lytic crisis, but the severity of the pain was always 
disproportionally acute compared to the severity of the 
haemolytic process. The unusual presentation of this 
patient in the form of an acute abdomen was a feature 
which we did not come across while going through the 
literature of this disease, and this prompted us to report 
this case.—We are, etc., 


S. A. Hariz. 
ul ital, 
ee G. INGLOTT. 
Hereditary Spherocytosis 


Sir,—If, in spite of Dr. T. A. J. Prankerd’s doubts 
(December 31, p. 1956), the suggestion of Dr. A. C. 
Allison and his colleagues (December 17, p. 1766) is 
correct, that spherocytosis of red blood corpuscles is 
due to an abnormality in lysophosphatide metabolism, 
I wonder if they know what normality keeps a potential 
spherocyte a bi-concave disk. It seems such an unhandy 
shape.—I am, etc., 


Moreton-in-Marsh, Glos. ’ I, A. B. CATHIE. 


Psychogenic Retention of Urine 


Sir,—I was most interested in the article by Dr. S. J. 
Knox on “ Psychogenic Urinary Retention after Parturi- 
tion, Resulting in Hydronephrosis” (November 12, 
p. 1422). In my opinion psychiatry is the most important 
part of all medical work. My object in writing, there- 
fore, is not to decry the case recorded. So little is 
known of the exact function of the bladder neck that I 
am quite willing to believe that some psychiatric scars, 
by affecting micturition centres, at present ill-understood, 
might give rise to retention of urine with all its possible 
sequelae. It must be pointed out, however, that in the 
report the actual organic side of both the clinical history 
and the investigations of the case were not very detailed. 
It is quite possible for some local disturbance of the 
bladder neck not to be obvious on endoscopic examina- 
tion to the uninitiated and even to the expert. Changes 
in the nerve supply of the bladder neck might, in the 
early stages, give rise to no organic change. When Dr. 
Knox quotes Emmett et al.' and states that they found 
no organic change in their cases of retention of urine 
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in the female, it is not right for him to imply, as he 
does, that these workers believed that there was no 
organic change present. They were honestly reporting 
that they could not see any change but accepted that 
some was present. 

The solution of the problem is to examine the bladder 
neck in the female either with or without local anaes- 
thesia and see how it actually functions on attempted 
micturition.2? It will then be seen that in cases of 
obstruction the bladder neck does not open in the 
normal way. This may be due merely to fibrous 
thickening in the submucosa which might not be easily 
visible. While, therefore, I am quite willing to assume 
that a psychiatric cause may be the underlying basis 
of retention of urine I do not think in the case reported 
that Dr. Knox has proved that this was so. From 
discussion with my psychiatric colleagues I learn that 
they do not believe psychiatric pathology could be the 
cause of such a case. 

It is quite different, however, with your annotation in 
the same issue on urinary retention in the female 
(p. 1439), which presumably was written by someone 
interested in urology. In the discussion of the various 
causes of retention of urine in the female he failed to 
mention the female prostate. I have recently spent 
much effort to try to bring this condition to the notice 
of general practitioners in the hope that they will realize 
that obstruction at the bladder neck occurs in the female 
just as in the male, and that females not infrequently 
suffer from retention of urine due to chronic bladder- 
neck obstruction. If family doctors read this annotation 
much harm has been done. They will be encouraged to 
continue to dismiss any female complaining of difficulty 
of micturition as neurotic.—I am, etc., 

Manchester 13. THOMAS Moore. 

REFERENCES 


' Emmett, J. L., Hutchins, S. P. R., and McDonald, J. R., J.. 


Urol., 1950, 63, 1031. 
* Moore, T., Lancet, 1960, 1, 1305. 


Efficacy of Psycho-analysis 


Sir,—I am interested in the controversy between the 
“ behavioural” and the psycho-analytical methods of 
psychotherapy. Dr. Joseph Wolpe states (November 
26, p. 1601) that the results (of the behavioural method) 
have been superior to those obtained by standard 
methods of suggestion (or psycho-analysis). In his 
book! Dr. Wolpe claims a 90% cure rate by the 
behavioural method. However, it would seem that the 
results of treatment by the two methods are not directly 
comparable. Dr. Wolpe’s cases appear to be of the 
milder emotional disturbances which he calls “ psycho- 
neuroses,” whereas it would appear that the cases 
treated by psycho-analysts also include those of more 
severe emotional upsets. Moreover, there are not 
sufficient data of untreated cases to provide the control 
of either method of treatment. Therefore to claim the 
superiority of one method of treatment over another 
would, I feel, at this stage be premature. 

The method of treatment by “ reciprocal inhibition ” 
should not be equated with Pavlov’s dynamic approach 
to clinical neurophysiology. ‘“ Reciprocal inhibition ” is 
merely one segment, important though it is, of Pavlov’s 
theories. In Pavlov’s writings, particularly in the latter 
years of his life, his approach to various cerebral 
disturbances was altogether different from the rather 
narrow approach of the “behaviourists.” The 
behaviourists appear to be concerned with the 
conditioning that takes place at the lower levels of the 


central nervous system—this is applicable to the lower 
animals, and to a much lesser degree in man. The 
“conditioning” and other physio - pathological 
mechanisms that take place at the higher levels, 
including the frontal areas of the brain, are ignored 
completely, and there appears to be no room in the 
behaviouristic theories to incorporate these mechanisms. 
Behaviourism has therefore taken one aspect of human 
behaviour and applied it to forms of human activity 
where it in fact does not apply. Professor K. S. 
Lashley? has this to say about Pavlov and behaviourists : 
“* Paradoxically, many psychologists, in whose current 
work the influence of Pavlov’s theories can be most 
clearly traced, have turned to the development of 
conceptual systems from which all neurological inter- 
pretations are rigorously excluded. Thus the chief 
influence on psychology in America of conditioned- 
reflex theory seems to have been diametrically opposed 
to Pavlov’s expectation of using his studies as a basis 
for the physiological explanation of behaviour.” 

The theories of Freud and other psycho-analysts can 
be criticized on a somewhat similar basis. Freud felt 
that one has to describe and explain all the normal and 
abnormal “ mental” processes purely on a clinical and, 
one might say, philosophical basis without resorting to 
a physiological explanation—a sort of psycho-physical 
parallelism. He felt that too little was known, during 
his time, of cerebral physiology. Freud also did not 
emphasize the hereditary influences in psychology and 
psychiatry. It appears, then, that the scientific study of 
psychiatry will not be achieved by letting the Freudians 
or the behaviourists go off at a tangent, but by studying 
psychiatry in terms of cerebral physiology, in which I 
feel many of Pavlov’s basic theories will be incorporated. 
—I am, etc., 

London N.W.3. S. SAMENT. 
REFERENCES 
‘ Wolpe, J., Psychotherapy by Reciprocal Inhibition, 1958. 

Oxford University Press, London. 


? Lashley, K. S., quoted by Babkin, B. P., Pavlov: A Biography, 
1951. Gollancz, London. 


Falls in Old Age 

Sir,—I enjoyed Dr. J. H. Sheldon’s article (December 
10, p. 1685), and was interested to see that a far greater 
number of falls, in this series, occurred in women than 
in men. I wonder how many of these old ladies still 
suffer with “ hot flushes.” A private patient of mine, a 
woman in her late fifties, was much distressed by 
recurrent unpredictable bouts of “ spinning in her head ” 
which would then throw her to the ground—fully 
conscious, but unable to save herself. Between attacks, 
she complained of an almost constant “ swimming” 
sensation in her head. Although her periods had stopped 
15 years previously, she still suffered with “ hot flushes,” 
and so, unable to find any other cause for the falls, I 
treated her with “ mepilin ” (ethinyloestradiol, 0.01 mg., 
and methyltestosterone, 3 mg.) tablets. The patient’s 
head cleared, she had no more falls, and was-exceedingly 
grateful. 

Since then, the persistence of menopausal symptoms 
has become one of my routine questions, and it is 
surprising how many elderly women (even the 80- and 
90-year-olds) admit to suffering from them and from 
associated’ bouts of giddiness. When severe enough to 
need treatment, these symptoms have usually cleared up 
with oestrogen therapy. It may be that hormonal 
imbalance is partly responsible for a small number of 
falls in elderly women.—I am, etc., 

Bristol. SamrLey D. CAMPBELL. 
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Manipulative Technique 

Sik,—Dr. James Cyriax in his book review of 
Les Manipulations Vertébrales, by Robert Maigne 
(December 31, p. 1939), referring to osteopathic methods 
of manipulation, says: “ Osteopaths manipulate without 
adequate traction, thus losing the advantage of a strong 
centripetal force acting on the articular contents.” For 
so consistent a critic of osteopathy Dr. Cyriax appears 
to be surprisingly ignorant of the actual methods of 
treatment used by osteopaths. Traction is most definitely 
used by them, not only as a method of treatment per se, 
but as an essential part of certain specific techniques, 
particularly those used for the treatment of disk hernia- 
tions and degeneration. If Dr. Cyriax would care to 
visit the out-patient clinic at this school he would see 
three of the latest McManis treatment tables in regular 
use for the employment of graduated traction combined 
with manipulation of the lumbar spine in such cases. 
In Dr. Stoddard’s book on osteopathic technique,’ to 
which Dr. Cyriax also refers with approval, these 
methods of treatment are described and illustrated, and 
our students receive instruction in their use and in the 
accurate use of manual traction as part of certain 
osteopathic techniques.—I am, etc., 


S. WEBSTER-JONES, 
Principal, 
The British School of Osteopathy. 


REFERENCE 


* Stoddard, A., Manual of Osteopathic Technique, 1959. 
Hutchinson, London. 


London S.W.1. 


Sustained-release Dexamphetamine 


Si1r,—I was consulted last year by a married patient, 
aged 29 years, who had been putting on weight after 
having a baby ; she had reached 15 stones (95.3 kg.). In 
order to help her maintain a strict diet,I prescribed a 
slow-release, ion-exchange preparation of dexampheta- 
mine containing the equivalent of 10 mg. per tablet with 
instructions that she should take two tablets each 
morning. She took two as directed in the morning and 
soon afterwards complained to a neighbour that she 
felt short of breath and shaky at the knees. A short 
while after this the neighbour, feeling worried, investi- 
gated and found the patient in a collapsed condition on 
the floor in her house. 

I was called immediately and saw the patient within 
one hour of her taking the tablets. She was flushed 
(later becoming cyanosed), twitching, hyperpnoeic, with 
a weak and thready pulse (rate in excess of 160 per 
minute). She had difficulty in swallowing. Not having 
with me any barbiturate suitable for injection, I found 
in my bag a 2 fl. oz. (57 ml.) sample bottle of methyl- 
pentynol elixir (“oblivon”). Despite her difficulty in 
swallowing I managed to get the patient to swallow the 
whole contents of this bottle, and to my relief she became 
normal in every respect within 10 minutes except for 
some slight hyperpnoea which occurred at 10-minute 
intervals. I then gave her 3 gr. (0.2 g.) of pentobarbitone 
to prevent any recurrence due to continued release of 
dexamphetamine sulphate. One hour later her blood- 
pressure was within normal limits and her pulse was 
now strong, of good volume, rate 100 per minute. There 
were no ill-effects from her experience except for a 
feeling of weakness. 

There was no evidence to suggest whether or not this 
patient had a hypersensitivity to dexamphetamine 
sulphate, but this seems the most likely cause. The only 


other possible explanations would be a failure of the 
slow-release mechanism of the ion-exchange of a 
sensitivity to resin bonding. As for the remedy, it is 
the first time I have come across the use of methyl- 
pentynol as an antidote to C.N.S. poisoning, and | 
should be very interested to learn of the experience of 
anybody else in this connexion.—I am, etc., 


Hornchurch, Essex. P. S. KerRsHAw. 


Radiological Hazards to Patients 


Sir,—I find the letter on radiological hazards to 
patients signed by “ Anonymous ” (December 24, 1960, 
p. 1881) most interesting reading. As a radiologist of 
30 years’ standing I completely disagree with everything 
he has to say. In actual practice it is the hospital 
consultants who most abuse the x-ray services. Time 
and time again they seem to believe in giving the 
patients “the works.” Patients are x-rayed day after 
day to see how the condition is progressing—the fact 
that a stethoscope was invented 100 years ago seems 
to have been forgotten. 


I remember on one occasion a patient having the 
following x-ray examinations, all within 10 days: lumbar 
spine and pelvis, Graham’s test, and excretory pyelogram. 
When these were followed by an “urgent” request for a 
barium meal, I insisted upon this x-ray being delayed for 
a period of three weeks so that the patient’s skin would 
have time to recover from the excessive doses of x rays. 
When the patient eventually arrived for the barium meal, 
you can imagine my horror when I found that in the 
meantime she had been sent to another hospital for a 
barium enema examination. 

And here is another illustrative case. A patient had 
excretory pyelogram examination with all sorts of various 
views, which was followed by a retrograde pyelography, 
again with multiple views, at the express orders of the 
referring consultant. It amounted to this: within 24 
hours the patient had had 24 large-sized films taken of 
the abdomen. This happened to be a youngish man, which 
is looked upon as a dangerous age for excessive radiation. 
We called in a physicist to check our figures, and found 
that each exposure represented 7 r skin dose. Multiplied 
by 24, this represented 168 r within 24 hours. 

At the moment we are not an “open” department, 
but from previous experience we have found that 
clinically the general practitioner spends more time 
evaluating his case, and is content to ask for one 
examination and one examination only. It is long past 
time that the other, often more junior, consultants were 
made to realize that the radiologist is a full-grade 
consultant in his own right and not just a medically 
qualified radiographer in charge of a laboratory service. 
In my opinion it is neither the general practitioner nor 
the consultant who should have the final decision 
regarding the extent of the x-ray examination and the 
actual technique employed. It is for the man who has 
been trained for the job to make such decisions. Let us 
all remember the old proverb: “ The shoemaker should 
stick to his last.”—I am, etc., 

Wee hee , ANTHONY A. DUNLEVY. 

Sir,—In my area, served by Beckenham, Bromley, 
and Farnborough Hospitals, it is not uncommon for 
a patient seen by me in my morning surgery to be 
x-rayed at my request at one of these hospitals that 
morning, the picture seen by a radiologist, and his 
opinion given to me by ‘phone by the radiologist 
personally that same morning or afternoon ; the patient 
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can then be seen again and treated accordingly during 
that day. Films are available to general practitioners 
at any time, and the radiologists always ready to discuss 
and help interpret the pictures. Similar facilities are 
available via the pathologists. Can ‘“ Anonymous ” 
(December 24, p. 1881) really believe this is bad 
medicine either by the doctors concerned or for their 
patients ? 

Other aspects of ‘“ Anonymous’s ” insulting and brash 
statements have been dealt with by some other outraged 
colleagues. I received only recently, from a physician 
at one of these hospitals, a letter about a patient in 
which he wrote: “ Again the radiologist has solved 
this problem for us.” But this was from a first-rate, 
if modest, physician, who always signs his letters with 
his name.—I am, etc., 

Hayes, Kent. MATTHEW SHERIDAN. 


‘¢ Obstetric Helper ” 


Sir,—Dr. A. H. Morley (December 17, p. 1804) is 
quite right to emphasize the dangers of inhalation of 
vomit in the lithotomy position. However, his criticism 
should be directed against the use of general anaesthesia 
in the patient’s home and not against the lithotomy 
position as such. Only those procedures which can be 
successfully performed under local anaesthesia should 
be undertaken outside hospital; manual removal of 
a placenta occasionally—but not always—requires a 
general anaesthetic at home. 

Personally, I do not carry any equipment for general 
anaesthesia. Should this be required, then I call a 
second doctor with anaesthetic experience.—I am, etc., 


Liverpool 18. MERVYN GOODMAN. 


Clamping the Cord 


Sir,—I was interested to read Dr. Philip Lanzkowsky’s 
article (December 17, p. 1777) comparing the effects of 
early and late clamping of the umbilical cord on the 
infant’s haemoglobin level. 

Another reason for late clamping of the cord in 
Rhesus-negative mothers is the suggestion’ that early 
clamping favours the injection of foetal blood into the 
uterine veins during the third-stage contractions which 
raise the blood tension inside the placenta. In fact it 
may be that Rhesus-sensitization is to a large extent an 
iatrogenic disease which could be prevented if nobody 
clamped the maternal side of the cord in Rhesus- 
negative primigravidae. Provided that identical twins 
are excluded, it is unnecessary to doubly clamp the 
cord.—I am, etc., 

Liverpool. CoLin R. PoRTEOUS. 
REFERENCE 
' Reilly, C. T., Amer. J. Obstet. Gynec., 1960, 80, 391. 


Prolapsed Cord 


Sir,—Mr. S. A, Seligman’s interesting article (Novem- 
ber 19, p. 1496) on prolapse of the umbilical cord has 
just reached us here. I was disappointed not to find 
any mention of the time between prolapse and delivery 
in relation to the viability of the foetus and am tempted 
to indulge in asking whether a case I met here is a 
record ? 

A Geluo woman aged about 40 years was brought, sitting 
in a Land Rover over 30 miles (48 km.) of unmade road, to 
the hospital. She had had 10 previous deliveries which were 
said to be normal. She claimed that her membranes had 
ruptured, and the cord prolapsed eight hours before 


admission. She was at full term, the vertex was presenting. 
behind the cord, but the head was not engaged. She stead- 
fastly refused operative delivery, and was kept in the knee- 
elbow position for the rest of the night. No special care 
was taken to keep the cord warm. 

When I saw her next* morning she had agreed to a 
caesarean section, and 16 hours after the prolapse a live 
infant weighing 7 lb. 2 oz. (3.4 kg.) was delivered. The 
placenta lay anteriorly in the lower segment, and the os was 
only three fingers’ breadth dilated. 

The marked resistance to disease, trauma, and pain 
seen amongst the unsophisticated seems occasionally to 
be shared by the foetus too.. Apart from this case, 
prolapsed cord carries a high mortality amongst our 
patients.—I am, etc., 


The District Hospital, 


Kisii, Kenya. R. C. CooK. 


Haematuria during Nicoumalone Therapy 


Sir,—In reply to Drs. A. Q. M. B. Choudhury and 
T. Phillips (December 17, 1960, p. 1802) regarding 
haematuria following treatment with “sinthrome” 
(nicoumalone), the cause seems to be probably twofold. 
Firstly, the maintenance dose of a patient in hospital 
(up and about) can be quite different from the dose of 
a patient at home. This is due to the different “ dietary 
standards’ between hospital and home, and is pre- 
sumably due to the difference in the vitamin-K content 
of the diet. The maintenance dése in hospital is invari- 
ably higher than the dose at home, and as a consequence 
we always make a point of testing at least weekly for 
the first four to six weeks after discharging the patient. 

Secondly, hydrochlorothiazide, unless given con- 
sistently, would affect the maintenance dose of anti- 
coagulant drugs. Patients on routine hydrochlorothiazide 
usually require much higher doses in order to maintain. 
the correct accelerated clotting time (A.C.T.).—I am, 
étc., 

Pathology Department, 


Peace Memorial Hospital, 
Watford. 


Identification of Barbiturates 


Sir,—For over ten years I have been concerned with 
the chemical identification of barbiturates in stomach 
juices and urine from patients admitted to hospital in 
coma, and have some experience of the difficulties in 
techniques and organization. Would it not be more 
satisfactory to advise manufacturers of these tablets to 
incorporate a harmless dye which could be seen in these 
fluids by the unaided eye, or even a dye which became 
evident by addition of alkali or acid? Or is there no 
existing suitable substance which fills the appropriate 
requirements ?—I am, etc., 


Royal West Sussex Hospital, 
hichester. 


B. A. THOMPSON. 


PHYLLIS DAGNALL. 


Female Hirsutism 


Sir,—In the last paragraph of your annotation on 
female hirsutism (December 31, 1960, p. 1945) you 
mention the local treatment of excessive facial hair by 
electrolysis. This method has now been virtually 
abandoned, not only in dermatological departments but 
in most of the better-known cosmetic clinics which 
specialize in this procedure. The preferred method is 
needle diathermy. The disadvantage of electrolysis is 
that it produces a pitted peau d’orange appearance many 
years later.—I am, etc., 


St. John’s ae for Diseases of the Skin, C. D. CALNAN. 
London W.C.2. 
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Obituary 


E. B. STRAUSS, D.M., Hon.D.Sc., F.R.C.P. 
Dr. E. B. Strauss, the well-known psychiatrist and 
honorary consulting physician in psychological medicine 
at St. Bartholomew’s Hospital, died at Hammersmith 
Hospital on January 11 after prolonged period of ill- 
health. 

Eric Benjamin Strauss was born in London on February 
18, 1894, the youngest son of the late Siegfried Strauss. 
He was educated at Oundle and University College School. 
After leaving school he travelled abroad to study foreign 
languages. He then served 
during the first world war as 
captain in the Middlesex 
Regiment both at home and 
overseas. After demobiliza- 
tion he went up to New 
College, Oxford, where he 
read mediaeval and modern 
languages. In later life his 
outstanding classical scholar- 
ship combined happily with 
his medical and _ scientific 
learning, thus enriching his 
published work, speeches, 
and lectures, and providing 
enjoyment for his friends 
and colleagues. 

After completing his 
language course he started 
medicine at Oxford and later went on to King’s College 
Hospital for his clinical studies, graduating B.M., B.Ch. in 
1924. He immediately interested himself in neurology and 
psychiatry, and after working as house-physician at King’s 
and at the Hospital of St. John and St. Elizabeth, he became 
senior medical registrar at the Maida Vale Hospital for 
Epilepsy and Paralysis. He also spent some time studying 
in Germany and worked in close association with the 
renowned Ernst Kretschmer at the University of Marburg. 
He translated Kretschmer’s classical textbook of medical 
psychology into English, and Strauss for very many years 
was the foremost exponent of Kretschmer’s teachings in 
Britain. His further postgraduate training was obtained 
at the Maudsley Hospital and as clinical research assistant 
in the department of psychological medicine at Guy’s 
Hospital. His academic distinctions included the M.R.C.P. 
(1926), the degree of D.M. (1930), the F.R.C.P. (1939), and 
an honorary doctorate of science awarded on his sixtieth 
birthday by the University of Frankfurt. 

After working as assistant physician at the Cassel 
Hospital, Penshurst, Dr. Strauss became physician at the 
Tavistock Clinic. On his appointment to Bart’s in 1938 
he immediately devoted himself to the development 
of the practice and teaching of psychiatry in the hospital. 
During his 21 years there he fostered and promoted the 
growth of the department of psychological medicine from 
its early infancy to full maturity. Devoting special attention 
to the difficuit task of teaching psychiatry to medical 
students in out-patients, he proved to be an interesting and 
lucid teacher, influencing students not only by imparting 
knowledge but also by the fine example shown in his kind 
and understanding approach to patients. The students 
liked and respected him and made him president of their 
Union, and an office-holder in various societies. In treat- 
ment he had a broad outlook, using physical methods or 
various psychotherapeutic techniques according to the 
patient’s needs. The first out-patient clinic in the world 
for electroplexy was opened by him at Bart’s in 1940. 

In the course of time Strauss became one of the best- 
known psychiatrists in London. He was elected president 
of the Section of Psychiatry of the Royal Society of Medi- 
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cine, honorary secretary of the Committee for Psychological 
Medicine of the Royal College of Physicians, where he was 
Croonian Lecturer (on the subject of “ Reason and Unreason 
in Psychological Medicine ”’) in 1952 ; president of the British 
Psychological Society; and president of the Section of 
Psychiatry at the Annual Meeting of the B.M.A. in Torquay 
last year. In addition he was an examiner for the D.P.M. of 
the Conjoint Board, for the National University of Ireland, 
and was the first president of the Psycho-endocrine Associa- 
tion. He also found time to write numerous scientific articles 
to this and other journals and contributions to books. He was 
co-author with Sir Russell Brain of Recent Advances in 
Neurology and Neuropsychiatry, and with Kenneth Walker 
of Sexual Disorders in the Male. His most recent book was 
Psychiatry and the Modern World. 

A man of many artistic talents, Strauss had considerable 
skill as a composer, and a recital of his works was given \in 
London a few years ago. He was also an actor of distinc- 
tion. Always ready to help anyone in need, for many years 
he gave practical and effective aid to large numbers of 
doctors from oppressed European countries. 

E. B. Strauss had a fine presence and a personality 
compounded of grace, gentleness, dignity, courtesy, wisdom, 
and learning. After his retirement from his appointment at 
Bart’s early in 1959 he served as honorary consulting 
physician to the hospital, and despite his ill-health he 
continued to take an active interest in medical affairs and to 
lead a very full life. He will be greatly missed —W. L. L.R. 


Dr. J. B. GuRNEY SMITH writes: May I be allowed to 
pay a sincere tribute to my revered teacher of psychiatry ? 
His arrival at Bart’s during my student days was an event 
of true significance. He at once reorganized his department 
and welcomed students for the first time to his out-patient 
clinics, an unusual procedure in those days. Not only did 
he welcome us, but he allowed some of us to take on 
patients, so that their progress could be observed. This 
was most valuable. 

His first course of lectures in psychiatry was brilliant and 
most stimulating and did much to whet our appetite for 
more. How well one recalls his famous allusion to the 
mind as a mental iceberg, one-ninth being above the surface, 
and his classic dictum, “Psychiatry is the other half of 
medicine.” It was a step of some moment when he was 
allowed beds in certain medical wards, an innovation that 
may well have caused some elevation of eyebrows at the 
time. 

Very wisely, he embraced no definite school of psychology 
and tried to cull the best points from all schools: in this 
connexion he declared himself to be an eclectic. His 
wisdom was strikingly ,manifest in his erudite Croonian 
Lectures, which it was my good fortune to hear. He was 
very much a philosopher as well as being a psychiatrist, 
yet he was down to earth so far as physical methods of 
treatment were concerned, represented notably by his 
advocacy of E.C.T. for depression and other mental 
illnesses: his apparatus is world-famous. 

He had considerable charm of personality, a rich and 
soothing voice, and a quiet playful sense of humour. He 
looked distinguished, especially when he was sporting his 
familiar monocle. One feels that in his untimely death 
one of Britain’s most distinguished contemporary psychia- 
trists has gone from us and has left the psychiatric scene 
immeasurably the poorer by his passing. 


T. H. OLIVER, M.D.,:.F.RCP. 


Professor T. H. Oliver, emeritus professor of thera- 
peutics in the University of Manchester, died at his home 
in Sidmouth, Devon, on January 12, aged 73. 

Thomas Herbert Oliver was born in Devon on December 
31, 1887. He came to Manchester from Cambridge in 1909 
with an entrance scholarship in medicine awarded on the 
strength of a first class in the Natural Sciences Tripos. He 
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graduated with the Manchester degree in 1912, gaining 
distinction in medicine, surgery, and pathology. In the 
following year he graduated M.B., Ch.B., with honours, at 
Cambridge, while he was house-physician to Professor G. R. 
Murray at the Manchester Royal Infirmary. His war service 
started in December, 1915, with a field ambulance in France, 
but the following April he was sent to Mesopotamia, where 
he remained through four hot seasons, first in charge of the 
medical wards of the 33rd British General Hospital, then 
as civil surgeon to the city of Basra with sole admini- 
stration of the native hos- 
pital and of a plague camp 
and governorship of the 
gaol, where he had to do a 
daily round and could if he 
wished order a few strokes 
of the rod. It was rather 
a Gilbertian affair, for as 
far as he could see the only 
reason the prisoners re- 
mained in confinement was 
that they were better fed 
than if they had been at 
liberty. 

On return to civilian 
life he proceeded M.D. 
at Manchester, took the 
[F. W. Schmidt, Manchester M.R.C.P., and was elected 

physician at the Royal 
Infirmary, holding the post for 32 years from 
1921. During this time he took up the study of sugar 
diabetes, building up a big clinic and a busy practice. He 
contributed many papers on that subject to the journals and 
wrote a small book on the clinical features of the disease. 
He was elected F.R.C.P. in 1931. 

He was equally successful as a general physician : 
although a scientist, he never let science dominate him at 
the expense of his patient, who was always his primary 
concern. His unit was the first choice for most Manchester 
students, for his te=ching was clear and based on first 
principles. They knew him well,-for he was dean of clinical 
studies for a dozen years and responsible for the detailed 
organization of their hospital teaching. It was right and 
proper that the university appointed him its first professor of 
therapeutics in 1946. Before that he had been professor 
of clinical medicine for some years. 

Professor Oliver was an ideal physician to work with, kind, 
courteous, immensely helpful, much loved and respected by 
everybody, but with a dignity about him that made it difficult 
to call him by his Christian name. Behind his back he was 
affectionately known as Tommy or Uncle Tom. He was 
president of the Manchester Medical Society from 1939 to 
1943 and consultant physician to the Bury General Infirmary, 
where on his weekly visits he introduced consultant standards 
to the practitioner physicians, who respected him greatly: asa 
consequence the standard of medicine in the hospital rose 
to another plane. He was an examiner in medicine at 
Cambridge, and for some years after the inception of the 
National Health Service he was a member of the Central 
Consultants and Specialists Committee of the B.M.A. 

He had interests outside medicine : he had a lovely garden 
and earned wide fame as an expert colour photographer and 
regular lecturer at geographical and photographic societies. 
Many people having seen his photographs of Switzerland 
and Italy in particular visited the places themselves.. His 
house-physicians will not readily forget the able way in 
which he discussed a difficult case in the physician’s room 
after a ward round and over a cup of coffee, ending with 
the production of his latest photographic triumphs. He 
retired from the hospital staff in 1953, but by special 
invitation continued to teach in the wards for many years. 
Latterly he returned to his native Devon, but for the last 
two years his health was poor. The end came suddenly. 
He leaves a widow, Dr. Florence Oliver, and a daughter. 





H. L. BARNIVILLE, M.D., M.Ch. 


Professor H. L. Barniville, emeritus professor of surgery 
in the National University of Ireland, died in Dublin 
on September 23, 1960, at the age of 73. He had been 
a leading figure in Dublin medicine for many years and 
was a member of the Senate of the Republic of Ireland. 


Henry Leo Barniville, who was educated at Rockwell 
College, Co. Tipperary, became a ‘medical student at the 
old Catholic University in 
Dublin. He graduated M.B., 
B.Ch., with first-class 
honours, from the National 
University of Ireland in 
1911, proceeding to the 
M.D. four years later and 
to the M.Ch. in 1916. After 
graduation he held the 
appointment of house-sur- 
geon at the Mater Miseri- 
cordiae Hospital, Dublin, 
with which he was to have 
a lifelong association. A 
medical travelling student- 
ship awarded by his univer- 
sity enabled him to spend 
two years at Freiburg-im-. 
Breisgau and a further year ° 
at the Cancer (now Royal Marsden) Hospital, London. He 
returned to Dublin in 1915 to become assistant surgeon at 
the Mater Misericordiae Hospital, and three years later was 
appointed to the senior staff, ultimately becoming senior 
surgeon. In 1928 he succeeded Professor J. S. McArdle as 
professor of surgery at University College, Dublin, an 
appointment he held until 1958, when he retired. First elected 
to the Senate of the National University of Ireland in 1934, 
he had been re-elected regularly every five years since, and 
he had represented the University in the Senate first of the 
Irish Free State and then of Eire. Until he sustained a 
detachment of retina in 1947, Professor Barniville’s profes- 
sional career was an extremely busy one, for he was not only 
a very sound surgeon but a most sympathetic and under- 
standing doctor. Hence his students learned much from 
him and his patients never forgot his kindness. Genial and 
hospitable, he was also a popular figure in the social life 
of Dublin. When the British Medical Association held its 
Annual Meeting in Dublin in 1933, he served as a vice- 
president of the Section of Surgery. 

Professor Barniville married Miss Brigid Weymes in 1910, 
and had two sons and a daughter. One of his sons, 
Dr. H. T. F. Barniville, is an assistant physician at the 
Mater Misericordiae Hospital. 





(Irish Times 


Sir JoHN McNEE writes: I first met Barniville in 
Freiburg-im-Breisgau in 1912: he was there working on a 
fellowship in the department of anatomy and I in Aschoff’s 
department of pathology. We became friends at once, and 
our friendship was continued unabated over the years. 
“ Barney ” (to everybody) was a fine athlete and good at all 
games, but his special interests in early life were rugby 
football and swimming. At both he astonished the German 
students, who at that time (very different from later, and 
now) were generally not very athletic. He used, by request, 
to travel at times as far as Frankfort as an amateur 
coach. 

Barney, although I believe he was actually born in Belfast, 
long before partition, was a complete Dubliner in his 
medical training and in his long career as surgeon to the 
Mater Misericordiae Hospital, professor of. surgery at 
University College, and consulting surgeon to St. Patrick's 
College, Maynooth. His home in Merrion Square, presided 
over by his charming very Irish wife, has been a home in 
Dublin to me and to a host of visitors and old students 
for many years. 
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A. E. RICHMOND, C.B.E., M.R.C.S., L.R.C.P. 
D.P.H., D.T.M. 


Brigadier A. E. Richmond, formerly Director of Army 
Health at the War Office and latterly a temporary 
medical officer at the Ministry of Health, died suddenly 
on January 9 at his home at Little Common, Sussex. 
He was 67 years of age. 


Arthur Eaton Richmond was born in Essex on February 
28, 1892, the son of Dr. Richard Richmond. Educated at 
Oundle and St. Thomas’s Hospital, he qualified in 1915 


and was commissioned in the R.A.M.C. in the same year.- 


He spent most of the first world war in Egypt and the Middle 
East, returning home in 1920. Deciding to specialize in 
hygiene, he took the Diploma in Public Health in 1921 
and shortly afterwards was posted to India. He took part 
in the military operations against the Upper Mohamands 
in 1933 and was brought to notice by the C.-in-C. India for 
distinguished service. 

In 1936 Arthur Richmond became assistant professor at 
the Royal Army Medical College, and from there, soon after 
the outbreak of the second world war, he went to the Middle 
East as deputy director of hygiene. In this post he was 
responsible for the organization of the build-up of the large 
forces in that theatre of war, and it was due to his inspiration 
and wide professional knowledge that the health of our 
Middle East Forces remained so good. It must be remem- 
bered that during those four years communications were 
difficult and supplies of every kind were short, but he never 
lost heart, and by his example he inspired his hygiene 
officers to give of their best. For his work during the war 
he was appointed C.B.E. in 1945. 

In 1946 he became Director of Army Health at the War 
Office, an appointment which he relinquished in 1949 on 
retirement. During those years he was Honorary Physician 
to the King. His period of office was characterized by the 
establishment of the concept of positive health and by the 
introduction of the Pulheems system of medical categoriza- 
tion. The excellence of his work in the Middle East and 
as Director of Army Health was recognized in 1950 when 
he was awarded the Chadwick prize and gold medal. 

After holding an appointment with the Ministry of Health 
from 1950, Arthur Richmond retired in 1959 and lived at 
Bexhill, Sussex. Although his health was far from good 
he took a keen interest in his house and garden, and his very 
sudden death was a great tragedy. He was one of the kindest 
men it was possible to meet and universally popular and 
loved. His work was always of the highest professional 
standard and his long list of publications showed the wide 
interest he took in everything connected with his specialty. 
His numerous friends, both in the Army and in the civilian 
world, will feel a great sense of personal loss with his 
death. 


Brigadier Richmond married in 1916 Miss Margaret Kelly, 
and she and one son survive him.—P. J. L. C. 


Dr. DANIEL THOMSON writes: Arthur Richmond came to 
the Ministry of Health in 1950, on his retirement from the 
post of Director of Health at the War Office. After a 
lifetime in the R.A.M.C., during which he had held several 
important commands in his specialty, the transition to a 
relatively minor position in civilian medicine must have 
been, for him, a sharp one. But he showed clearly that 
it was the man rather than the rank which matters. Soon 
his kindliness, cheerfulness, self-effacement, and uprightness 
of character gained the respect and affection of his new 
colleagues. And as the years went by his quiet influence 
came to be held in increasing regard. This applied not 
only to his contemporaries, but even more so in the case 
of those much younger than himself, with whom his daily 
lot was often cast. To them he was a guide and adviser 
of inestimable value, and they were ever eager to benefit 
from his wide experience, knowledge, and wisdom. They 


could not have wished for a more helpful mentor. But 
during those years his influence was not manifest only in 
personal relations, for he made noteworthy contributions 
to the study of the spread and control of the infectious 
diseases—investigating outbreaks, publishing papers, and 
acting as secretary of the Influenza Vaccines Committee of 
the Medical Research Council. In all those activities he 
was a most thorough and conscientious worker. 

A large Government department is not a place where it is 
easy for an individual to project his personality or to arouse 
the deeper beneficent emotions. It was a measure of Arthur 
Richmond that—amply endowed as he was with what Osler 
called “the incorruptible treasures. of the heart ”’—in the 
Ministry of Health he was held in affectionate esteem by 
all who knew him. 


GEORGE LOWE, M.B., Ch.B., F.R.C.S.Ed. 


Mr. George Lowe, who practised in Tiverton, Devon. 
died on January 6 in the Tiverton and District Hospital. 
which he had served for many years as consultant 
surgeon. He was 64 years of age. 


George Lowe was educated at Wellington, and during the 
first world war he served in the R.A.M.C. with a mobile 
laboratory in France. He afterwards studied medicine at 
Liverpool University, graduating M.B., Ch.B. in 1924. 
After house appointments at the Royal Southern Hospital, 
Liverpool, and Liverpool Maternity Hospital (where he was 
obstetrical assistant) he was admitted to the Fellowship of 
the Royal College of Surgeons of Edinburgh in 1927. In 
the following year he joined the late George Perry as 
surgical partner in general practice in Tiverton, where he 
remained until his death. As surgeon to the Tiverton and 
District Hospital, senior partner of a large medical group, 
and for many years senior medical officer to Blundell’s 
School, he took an active part in local medical affairs, and 
the modern developments and high efficiency of the Tiverton 
hospital services were in large measure due to his energy 
and foresight. He was a good surgeon, particularly in 
accident surgery, and his clinical opinions were extremely 
sound. His infinite care and deep sympathy endeared him 
to many. 

Modern sociological trends which he _ considered 
inimical to good standards of medicine drove him into 
medical politics, in which he played an important part, 
both locally and centrally, after 1948. His forthrightness 
of expression did not always gain sympathy for his opinions. 
but could not conceal his sincere crusading spirit and 
generous, kindly nature. The affairs of the senior hospital 
medical officer, the difficulty of whose status he felt strongly. 
were very near to his heart, and the S.H.M.O. group of 
the B.M.A. have every reason to remember with gratitude 
the vigour with which he always maintained ;their cause. 
He served on the S.H.M.O. Group Council from 1954 and 
the Group Executive Committee from 1955. He also served 
on the General Medical Services Committee from 1956 
and the Hospitals Subcommittee of the latter from 
1959. 

Mr. Lowe married Miss Phyllis Dobson in 1933: she 
survives him together with a son and two daughters of the 
marriage. He will be greatly missed by friends in all 
stations of life—T.N. R. 


C. H. HOSKYN, O.B.E., M.D., D.P.H., D.LH. 


Dr. C. H. Hoskyn, who was a consultant in industrial 
medicine in the City of London, died in St. 
Bartholomew’s Hospital on December 17, 1960, 
aged 48. 

Charles Henry Hoskyn was born in Rugby on October 10, 
1912, the son of Dr. C. R. Hoskyn, orthopaedic surgeon to 
St. Cross Hospital, Rugby. From Bedford School, where 
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he was captain of rowing and of the rugby fifteen, he went 
to St. John’s College, Cambridge, where he rowed for the 
college and was in the boat which won the Ladies Plate at 
Henley in 1932. He took his clinical training at St. 
Bartholomew’s Hospital, and kept up his rowing as a 
member of the Leander Club. Having graduated M.B., 
B.Ch. in 1938, he cut short his house appointments at Bart’s 
to join the Army at the outbreak of the war, and was soon 
sent to India, where he became interested in tropical 
medicine. He quickly picked up a working knowledge of 
Urdu, and after four years rose to the rank of lieutenant- 
colonel, commanding the 61st Indian Field Ambulance, 
which was at that time part of the 25th Indian Division. He 
saw much active service in the Arakan, and was appointed 
O.B.E. besides being twice mentioned in dispatches. 
Respected by both Indian and European troops, he had a 
special knack of obtaining the loyalty of the Indians, who 
soon appreciated his humanity and learned to rely on his 
advice. 

After the war he decided to go into industrial medicine, 
and, with this in view, settled down to take the M.D., the 


D.LH., and the D.P.H. He then joined the medical staff of 


the Austin Motor Company, and remained with them for 
two years. He then became the first medical officer to the 
National Dock Labour Board in London, and with the 
knowledge gained from his previous appointment he set 
about the task of reorganizing their casualty services on both 
sides of the river. It was mainly due to the foundations he 
laid that the present organization has been established. 
During the last few years he had been in consultant indus- 
trial medical practice in the City of London, and among 
other appointments was medical superintendent of Royal 
Mail Lines. He always had an unbounded enthusiasm for 
medicine and research, but insisted on retaining clinical 
contact with actual patients. Since 1957 he had been a 
member of the Planning Subcommittee of the Occupational 
Health Committee of the B.M.A. 

Those who served with him during the war knew he had 
tremendous courage. . When he learnt of his own illness his 
courage was again clearly seen. He refused to be defeated 
and continued to work, in spite of having to visit St. 
Bartholomew’s Hospital with increasing frequency, till he 
had not the strength to carry on any longer. Even then he 
remained hopeful that medical research would devise a cure 
for his illness. 

There are many of his patients who will miss him sadly, 
and there are many men who will never know what he has 
done for them. His wife, children, and friends will feel the 
loss of his quiet sound advice and his happy disposition, 
which never failed him to the end.—J. O.C. 


HENRY CRETNEY, M.B., Ch.B. 


Dr. Henry Cretney, who practised in Goole, died at his 
home there on December 31 at the age of 64. 


Henry Cretney was born at Barnsley on October 12, 1896. 
His education was interrupted by the first world war, during 
which he held a commission with the York and Lancaster 
Regiment. Becoming a medical student at Sheffield after 
the war, he graduated M.B., Ch.B. in 1923. After holding 
resident posts at the Royal Infirmary at Sheffield and at the 
Beckett Hospital, Barnsley, he went into general practice at 
Driffield before going to Goole, where he was first assistant 
and later partner to the late Dr. E. E. Cass. 


Dr. PHyYLLIs EARDLEY writes: Although Dr. Henry 
Cretney often suffered from indifferent health in recent 
winters, having been badly gassed in the first world war, 
he was out visiting his patients a week before his death, 
which came as a great shock to all who knew him. I first 
knew him in his student days at Sheffield, where he was a 
popular member of the medical school. He held many 
honorary posts in Goole, being for many years police 


surgeon and examiner and divisional surgeon to the St. John 
Ambulance Association. He was also an honorary surgeon 
at the Bartholomew Hospital, Goole, until the advent of the 
National Health Service in 1948, and he was a past chairman 
of the Goole and Selby Division of the British Medical 
Association. He also took an active part in the local life 
of the town in which he practised, being a member of the 
Rotary Club and a life member of the British Legion. He 
will be greatly missed by all his patients and no less so 
by his many friends and fellow practitioners, who, I know, 
will join me in extending sincere sympathy to his wife and 
family of three sons and one daughter. Two of his sons 
are doctors. 


PHILIPPE PANNETON, M.D. 


Dr. Philippe Panneton, who in addition to being a 
physician was well known as a writer and diplomat, 
died on December 29 in Lisbon, where he was 
Canadian Ambassador to Portugal. He was 65 years 
of age. 


Philippe Panneton was born at Trois-Riviéres in the 
province of Quebec and educated at Laval and Montreal 
universities. He graduated M.D. at Montreal University in 
1920 and later he became professor of otorhinolaryngology 
there as well as professor of medical history. He was also 
at one time president of the Académie Canadienne 
Frangaise. Before entering the diplomatic service he had 
achieved fame as a writer, having won several of the major 
literary prizes in Canada, including the Governor-General’s 
Award. His best-known novel, written under the pseu- 
donym “ Ringuet,” was Trentes Arpents, published in 1938. 
He became Canadian Ambassador to Portugal in 1957. 


Sir ERNEST FINCH, M.D., D.Sc., M.S., F.R.CS. 
Hon.F.R.C.S.I. 


The obituary of Sir Ernest Finch was published in the 
Journal of December 31 (p. 1957). 


H.R.V. writes: Ernest Finch has been so closely 
integrated with the Sheffield Medical School for the last 
fifty years that we came to regard him as an essential part 
of the institution, and, as is so often the case with great 
men, the magnitude of their greatness is not fully realized 
until one sees the size of the gap left by their death. I 
knew him first as a student, then as a resident, later as a 
colleague on the honorary staff of the Royal Infirmary, 
Sheffield, also as a patient and as a “relative,” but always 
as a friend. Even when I had left Sheffield his advice was 
ever forthcoming whenever I sought it, written in the well- 
krown: round hand and usually arriving by return of post 
no matter how busy he was with other more important 
matters. 

Others have written of his many skills, but probably the 
most important lesson he taught to many generations of 
students was the art of handling patients and their relatives. 
He never lost his temper ; he always tried to explain to the 
patient and his friends the nature of his illness and how 
he was going to attempt to help him. The modern gibe, 
“They never tell you anything,” cannot be said of Ernest 
Finch nor of any of his students who learnt this most 
important lesson. His memory for names of old patients 
and old students was phenomenal, and he was the obvious 
choice as first president of the Sheffield Medical Old 
Students’ Association formed some years ago. The recipient 
of many honours, this, and being invited to give the address 
to the Medical School at the beginning of a new session, 
touched him very deeply, since he valued the candid criticism 
and appraisal of his own students above all others. We 
sincerely hope that the cold scientific approach to medicine 
will not completely replace the art of humanity combined 
with skill as practised so ably by men such as Ernest Finch. 








218 Jan. 21, 1961 


MEDICO-LEGAL 


BritisH 
MEDICAL JOURNAL 





Medico-Legal : 








INQUEST : DEATH FROM PENICILLIN 
ANAPHYLAXIS 


A verdict of death by misadventure was returned at an 
inquest yecently on a man who died in a doctor’s consulting- 
room from anaphylactic shock after an injection of one 
million units of benzylpenicillin. He had had a course of 
penicillin in hospital six months previously without untoward 
effect. 

The deceased, who was aged 53, was a diabetic of seven 
years’ standing and was having 7 units of soluble insulin 
and 17 units of protamine zinc insulin daily. He was also 
syphilitic, and because of the onset of unsteady gait, loss of 
balance, and double vision he was admitted to hospital in 
May, 1960. He was discharged towards the end of June 
after a 15-day course of penicillin, and his general 
practitioner was asked to continue with injections of 
cyanocobalamin for a possible diabetic neuropathy. In 
September he complained of a return of his neurological 
symptoms, and his doctor gave him an injection of one 
million units of benzylpenicillin. He collapsed almost 
immediately, had difficulty in breathing, bubbling respira- 
tions, and a thready pulse. He was given an injection of 
adrenaline, but died within three minutes. 

A consultant pathologist who carried out a post-mortem 
examination said in evidence that the history of sudden 
collapse and death within three minutes of an injection of 
penicillin was indicative of an anaphylactic reaction to the 
drug. The necropsy revealed nothing to alter this view. 
There was disease of various organs, but only that in the 
heart could be associated with sudden death. Here there 
was narrowing of the coronary arteries and fibrosis of the 
heart muscle which could have accelerated death by 
intensifying the effect of the drug reaction. The short 
interval of time between the injection and the collapse would 
rule out a Herxheimer reaction. 


Risks of Penicillin Reaction 


The pathologist told the coroner that reactions to penicillin 
were increasing. Penicillin sensitivity covered the whole 
range of hypersensitive reactions and could occur with any 
type of penicillin preparation and with any route of admini- 
stration. It was found most often in persons with an allergic 
constitution ; these comprised about one in seven of the 
population, The serious reactions usually occurred, as in 
this case, in those who had been given penicillin on previous 
occasions, although death had occasionally been reported 
after the first injection. In some cases the previous injections 
had been attended by minor reactions which put the 
physician on his guard; but, as in this case, there were 
occasions when the previous injection had been administered 
with no untoward reaction. 

Most authors, the pathologist said, now agreed that 
penicillin should not be given for minor ailments and that 
local application and depot penicillins should be avoided 
when at all possible. Prior to giving penicillin the patient 
should be asked about previous reactions to the drug, and 
those with an allergic history or who had had a 
reaction should be subjected to a scratch test and an intra- 
cutaneous test to evaluate the risk. 


MINISTERIAL INQUIRY: DIFFERENCES BETWEEN 
HOSPITAL BOARD AND COMMITTEE 


[FROM OUR LEGAL CORRESPONDENT] 


The Minister of Health released on December 24 an interim 
report by a committee appointed by him under section 70 of 
the National Health Service Act, 1946, to inquire into “ the 
differences which have arisen between the Sheffield Regional 
Hospital Board and the Barnsley Hospital Management 
Committee leading up to and arising out of a direction dated 


May 9, 1960, given by the Board to the Committee under 
section 12 of the National Health Service Act, 1946, directing 
the reinstatement of Miss Mary Gwendoline Burns as 
matron of the St. Helen Hospital, Barnsley.” 

Miss Burns had been matron of St. Helen Hospital fo: 
20 years. On March 10, 1960, she wrote to the group 
secretary of the hospital management committee upon an 
administrative matter. Her letter contained the comment, 
expressly for the consideration of the committee, that “I am 
of the opinion that what with one thing or another the 
hospitals in this group are functioning administratively with 
100% inefficiency and it is time an inquiry was instituted.” 

After some correspondence between Miss Burns and the 
committee, the committee gave her a month’s notice 
terminating her engagement. The special appeals committee 
of the regional hospital board held an inquiry into the 
dismissal, and on May 9, 1960, it directed the reinstatement 
of Miss Burns as matron. The dismissal and subsequent 
appeal ceritred entirely on Miss Burns’s letter of March 10, 
1960, and the subsequent correspondence. The Ministerial 
committe: of inquiry formed the opinion that that was not 
the true reason for her dismissal. There appeared to be a 
long history of dissension, none of which was particularized. 


Scope of Inquiry 

After the case for the board had been put to the 
committee of inquiry, the committee stated that it could 
discharge its duty only if it fully explored the charges of 
previous disloyalty made by the management committee 
against Miss Burns and of the inefficiency alleged by Miss. 
Burns. Counsel for both the Board and Miss Burns 
objected that this would go outside the terms of reference 
of the inquiry. The committee of inquiry did not accept 
this submission, but did make an interim report to the 
Minister in order to. ascertain his views on the scope of their 
terms of reference. In the meantime, the committee of 
inquiry directed that the management committee and Miss 
Burns should each prepare written particulars of the charges 
of previous misconduct which each had made. 


Suggested Settlement 


At the request of counsel for the parties concerned the 
committee of inquiry received a draft of an agreement for 
the settlement of the dispute. The committee forwarded this 
draft to the Minister with a recommendation that the 
terms be approved by him. The agreement involved the 
reinstatement of Miss Burns to all pay and privileges up to 
her retirement date in March, 1962, but provided that she 
should remain on leave until that date. 

The Minister has directed that the inquiry into the full 
particulars of the dissension between the board and 
management committee should proceed. He expressed no 
view at this stage on the draft agreement. 

The members of the committee of inquiry are Mr. Charles 
E. Scholefield, Q.C., and Mrs. Isabel Graham-Bryce. 





Universities and Colleges 








UNIVERSITY OF LONDON 


The following candidates at the London School of Hygiene and 
Tropical Medicine were awarded the Diploma in Public Health 
on July 20, 1960: 

C. E. Acosta-Sierra, Eva D. Alberman, J. S. Allan, W. G. L. Allan, 
J. A. D. Anderson, B Azemoun, J. Barnes, P. P. Barua, A. T. Barwood, 
Ba Tun, Joyce — i. 3._P. aaa, R. K. Bowman, T. D. Browne, 
P. Cauthery, J. Cohe: H. Colley, W. R. Costain, D 
Dobrzynski, be A. iH. yt T. Gibson, G. A. R. 
Hargreaves, Lb gy M. Evens, D. B. ‘Hill, *J. S. Horner, Desiraie 
M. G. Howells, . Igniatovic, M. Kicczkowski, J. Leowski, A. Liopis, 
Elizabeth M. Mem. “Love, A. W. "Macira R. L. Markham, Lilian M. Morgan, 
Nellie M. Plowright, a S. M. Quamina, *J. J. Rippey, J. T. Roberts, 
& McQ. Robertson, O. Schmitt, R. om G. S. Sethi, A. Sonis, 

H. creer Mars M. Tannahill, F. Tavill, B. Taylor, S. R. 
Vanier M. A. M. El-H. Wahdan, J. P. C. L. F. Wanigaratnam, Grace 
A. M. Westen 

The degree of M.D. was awarded to B. M. Hibbard om 
November 16, 1960. 

* Awarded a mark of distinction. 
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Vital Statistics 








In the week ending January 7 there were 150 deaths from 
influenza in England and Wales, 105 more than in the 
previous week and 116 more than in the same week last 
year. The notifications of pneumonia rose to 742 (481 in 
the preceding week) and the deaths from pneumonia to 
1,143 (910) and from bronchitis to 1,293 (1,037). Most of 
the recent increase in mortality from influenza has occurred 
in the Midland Region and to a lesser degree in the North- 
Western Region. Influenza virus A has been isolated from 
several cases in the Midland Region. Substantial local rises 
in the number of new claims for sickness benefit have been 
reported from several offices of the Ministry of Pensions 
and National Insurance in and near Birmingham. 


Infectious Diseases 


Areas where numbers of notifications were high in the latest 
two weeks for which figures are available. 


Week Ending 
Measles Dec. 31 Jan. 7 
Derbyshire ee og ree see. 398 
Essex bc ae a ae act- ee 691 
Harlow U.D. ... kes Ine Deere 174 
Hampshire td me A ut oe 350 
Southampton C.B. __... ales uy 34 102 
Hertfordshire den Lee ‘oe ae 616 
Lancashire bee cme co)” ee 2,676 
Blackburn C.B. as ad aoe | Ee 173 
Bolton C.B._.... oe aul eeetiee 204 
Liverpool C.B. ... od 219 283 
Manchester C.B. Sa : 244 330 
London ... noe ion Se seer ae 1,390 
Camberwell... ae om ne 80 149 
Lewisham hy a “ae ei 48 142 
Norfolk... we ne ‘72 ets 478 
Norwich C.B. ... aa ae a 80 143 
Oxfordshire ba - «> 200 254 
Oxford C.B. ... rs “xa st Ae 216 
Suffolk Ja +o iy doa en | 393 
Ipswich C.B. sé ; : 131 268 
Warwickshire ni ¥ Aa! Puke, 642 
Birmingham C.B. i ate cto ae 449 
Coventry C.B. ... <b bs be ae 122 
Yorkshire West Riding ... re ... 1026 1,331 
Denbighshire bss we is wen) Se 294 
Wrexham M.B. pa nde pes 120 153 
Glamorganshire ... ah an .. 464 718 
Swansea C.B. ... poet eae soe 308 
Penarth U.D. ... ve is. re 0 101 
Dysentery 
Yorkshire West Riding ... sl sa 37 87 
Leeds C.B. 0 si ‘ie i 10 26 
York C.B. eo, a ri ae 11 17 
Diphtheria 
London... 9 ae sr ve 17 3 
Camberwell _.. Bae as Nee 17 3 
Glasgow ... a de. ee ao 0 5 


Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1951-9 are shown thus ------ , the figures for 


1960 thus Except for the curves showing notifi- 
cations in 1960, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 





4000, ACUTE PNEUMONIA 
mm 
ay 
rv) ke, 
= 3000; ; . in 
< ‘ ion 
o : we. 
- Be A 
o ‘ ‘ ae 
« 2000--; ‘ Highest 1951-59 ; ‘ 
= ‘ H \ 
5 teste, ; ' 
Z — r : i? 
1009 1960 ' Racin 











Vv 7 8 2 6 2 ee Oe rn 32 
WEEKS 


DYSENTERY 


NUMBER OF CASES 








QS TTT TTT TTT TT ‘ me 
a3 2 6 2 OOOO 4 52 
WEEKS 
35000, MEASLES 

, ‘ 

ons aA 

30000; Aah 

Lie © 8 


: 


15000} \ 


1000+ , fs * =e 


‘ 
Lowest 1951-59 
‘ 


5000) | 


NUMBER OF CASES 











NUMBER OF CASES 








220 Jan. 21, 1961 


VITAL STATISTICS 


British 
MEDICAL JouRNA: 





INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending December 31 
(No. 52) and corresponding week 1959. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are for the whole of Enzland and 
Wales (London included), London administrative county, the 17 principal! 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
Principal towns in Eire. 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Minisiry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 


























1960 1959 
CASES “sis | g fe eee 
es18isi/ lf] ee 18) Bitte 
| ws |» wl | a | Z),u] os J | aA Zip 
Diphtheria -- | 18] 17} oO} 0 Cane ge aS 2 
Dysentery .. | 271| 20) 102} 3! 1] 728] 127] 207, 161 1 
Encephalitis, acute | 6| 1] 0} 4 4| ra | or” ae 
Sts fev er: : E | F | eer Te ae ee 
Typhoid 3 1 1} 1 1 1 1 1 
Patatyphoid | 1} 0 0} 0 9 0 /1(B) 1 4(B) 
J ‘ ‘ 


Food-poisoning .. i 182| a tf : 0 





Infective en: ‘eritis or rie 7 Sie tera a 
diarrhoea under 
2 years... 2 

Measles* ... .- |11,256| 91 910 158 148 | 174 / 1,504| ‘19| 22) 17) 25 


Meningococcal in- 



























































































































































fection .. 
Ophthalmia neona- tpcak 2 & | 5 (ER Vie Ba ie oe 
torum .. 19 4 2 0) 21 | 5 0 
Pneumoniat cag ~ 481} 25| 292] 0} 373| 28| 208} 2) 1 
ome Se AEE RAE TE, WS Ss eS | ee ee PRE = 
Poliomyelitis, acute: 
Paralytic me 1 0; 60 1 1 7 2 OL 9 5 
Non-paralytic .. 6 2 0 1 3} 1 lif - 
Puerperal fevert .. met? 14} gt gers Be ] 156) 21] a a a 
Scarlet fever ..| 383 10) 66, 15) 15] 1,182) 49 114, 25 27 
Tuberculosis: pl Gtoeay i rig eee ia eye ey eee ag PS 
Respiratory .. 271; 30; 90) 13) 396; 35; 66) 6 
Non-respiratory 32 4, 14 | 41 | 3; 10 3 
Whooping-cough 678} 40| 78| 10, 35] $21| 44) 103, 7| 69 
1960 1959 
DEATHS Se} | Se Gt Be eae ew 
oa. e hel | Shee. 8) st 2 
Ge (Sisizlalae |S !)8 lala 
Diphtheria ss o| of of of o 0; 0| 0} 0 0 
Dysentery ae BR Gee aes as 0} ol | of 
Encephalitis, acute 0 | 0 { rae Sey BOT 
Enteric fever. of of of of | of of of of 
Infective enteritis or oy oN ss — 
diarrhoea under | | 
2 years .. Bs y 1 0 1} 0 15 ! 1} Oo 1 
Influenza... ..| 45| 1] 3) of 2) 24) 1! 3) 41 0 
Measles... Oo} Oo} o| o ol of ec! o 
Meningoccccal in- ped 288 ees dee ie 
fection .. uf ee 0; oO 
Pneumonia .. | 910 74) 31] 25| 21] 748, 62| 28) 22) 16 
Poliomyelitis, acute 1 0 oO ree 3 ape | Of ay 
Scarlet fever 6 0 0 0}; 0 . © i @ 3k 0 a 
Tuberculosis : 343 , oa a ee ifs ; 
Respiratory .. 80 6 8 1} BIL g6 3 4 0 6 
Non-respiratory 1 0 0} Ole 0 1 oe | 
Whooping-cough i 0 0 0 oO 1] “| a7, 0 eer 
Deaths 0-1 year .. | 322} 34| 35] 5| 22| 410 44 33! 12,6 
Deaths es ee BP oe Pe eee a: 
stillbirths) ‘ 12,761} 982| 777} 154) 414 12,829) 1038 614 179) 210 
\ 
LIVE BIRTHS .. | 12,200 969| 930 | 241| 653] 15,564) /1354| 857 292) 363 
STILLBIRTHS.. | 254/13) = T 336) 23) ~ ee ag 











* Measles not notifiable in Scotland, whence returns are approximate. 

t Include primary and influenzal pneumonia. 

t Includes puerperal pyrexia. 

§ This column refers to the two weeks ending Saturday, December 24, 
and Saturday, December 31, 1960. 


Medical News 








Dr. Edith Summerskill 

Dr. Edith Summerskill, who has been created a life 
peeress, was born in 1901. She was educated at King’s 
College, London, and Charing Cross Hospital, and qualified 
M.R.C.S. and L.R.C.P. in 
1924. Her political career 
began when she was co- 
opted on to the Maternity 
and Child Welfare Com- 
mittee of an urban district 
council. She served on the 
Middlesex County Council 
from 1932 to 1938, fought 
a Parliamentary by-election 
in Putney in 1934—reducing 
the majority against Labour 
from. 22,000 to 2,000—con- 
tested Bury in the general 
election of 1935, and was 
returned as Member for 
West Fulham in 1938. She 
was again returned there in 
1945. and was Parliamentary Secretary at the Ministry of 
Food throughout the Labour Government’s term of office. 
In the New Year Honours of 1949 she became a Privy 
Councillor—-the first married woman to receive this 
distinction. From 1950 to 1951 she was Minister of 
National Insurance and was chairman of the Labour Party 
from 1954 to 1955. She won the Warrington seat in 1955 
and was re-elected in 1959. Dr. Summerskill was one of 
the organizers of the Socialist Medical Association, and her 
publications include Babies Without Tears (1941), The 
Ignoble Art (1956), and Letters to my Daughter (1957). 
(Photograph by courtesy of the Labour Party.) 





Volunteers Wanted for Research on Colds 

A shortage of volunteers has forced the Common Cold 
Research Unit at Salisbury to postpone experiments, and 
the Unit is appealing for help from the public. It was 
reported last year that two cold viruses had been grown 
in vitro, and the figure now stands at about 30. Nine of 
these viruses have been tested in volunteers, and all have 
produced typical colds. New methods have been developed 
for measuring viral and antiviral substances, and it is 
hoped that these may help to elucidate how the body defends 
itself against cold viruses. Work has been started on the 
problem of preparing a vaccine. The Unit would also like 
to begin experiments on the effect of interferon in the near 
future. Volunteers are urgently needed if progress is to 
be continued, and full details can be obtained from the 
Medical Superintendent, Harvard Hospital, Salisbury. 
Wiltshire. 


Medical Film Festival at Turin 

The Fourth International Festival of Medical and 
Scientific Films will be held from June 3 to 15 during a 
series of international medical meetings held at Turin under 
the auspices of Minerva Medica. The films will be grouped 
in five categories: (1) biological and laboratory subjects, 
(2) clinical medicine, (3) scientific films for advertising 
purposes, (4) social medicine, (5) amateur medical and 
scientific films made by doctors. Sixteen-mm. films, silent 
or with sound track, in black-and-white or colour, will be 
accepted. The best films in each category will be given a 
Minerva Award instituted in recognition of cinematographic 
achievement in the medical and scientific field. The award 
will be made at the end of the Festival. Details may be 
obtained from the Secretary, International Festival of 
Medical and Scientific Films, Minerva Medica, 83-85 Corso 
Bramante, Turin, Italy. Films must be submitted by 
May 15. 
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Russian Life and Medicine 

A lecture on “ Family Life and Family Medicine in the 
U.S.S.R.” was given by Dr. Joun Hunt in the Great Hall of 
B.M.A. House on January 12, under the auspices of the 
Council of the Metropolitan Counties Branch. Dr. W. 
MorGAN Evans was in the chair. Dr. Hunt illustrated his 
talk with 150 slides which included domestic interiors, mainly 
in doctors’ households, country “ first-aid posts” manned 
by feldschers and nurses, general-practitioner hospitals, 
polyclinics, and outdoor scenes. 


Preparation for Retirement Committee 

The Preparation for Retirement Committee of the 
National Old People’s Welfare Council has appointed a 
full-time officer, Miss L. M. Hupsarp, whose job it will 
be to discover what more can be done to equip people for 
retirement. This has been made possible by a grant from 
the National Corporation for the Care of Old People. 


Chair of Medicine, St. Bartholomew’s Hospital Medical 
College 
Dr. E. F. ScowEn, reader in medicine at St. Bartholomew’s 
Hospital Medical College, has been appointed to the 
London University chair of medicine tenable at that College. 
Dr. Scowen, who is 50 years of age, was educated at the 
City of London School and St. Bartholomew’s Hospital 
Medical College, graduating 
M.B., B.S. (Hons.) Lond. in 
1932. After holding house posts 
there he joined the Medical Pro- 
fessorial Unit in 1934 as second 
assistant, later becoming first 
assistant, and then in 1937 assis- 
tant director to the Unit and 
assistant physician to the hospi- 
tal. In the same year he was 
granted leave of absence to take 
up a Rockefeller Foundation 
“_ Scholarship in the University of 
a Pas Columbia, New York, with Dr. 
A Puitip SmiTH. He was appointed 
physician to St. Bartholomew’s 
Hospital in 1945 and director of the Medical Professorial 
Unit in 1955. In 1941 he was elected F.R.C.P.Lond. and 
in 1960 F.R.C.S.Eng. He has been a member of the British 
Pharmacopoeia Commission since 1953, and chairman of 
the Planning and Development Committee of the Imperial 
Cancer Research Fund since 1957. His published work 
includes papers on endocrinology, metabolism, and cancer. 






Unicef Help for Congo 

The United Nations’ Children’s Fund has approved a 
further emergency allocation of £100,000 for the relief of 
famine in the Kasai province of the Congo. An allocation 
of £90,000 was made in November. Basic foodstuffs will 
absorb £55,000, seeds tor sowing £32,000, and drugs, equip- 
ment, and transport for medical services £13,000. 


H.M. Senior Medical Inspector of Factories 

Professor T. A. Ltoyp-Davies, professor of social 
medicine and public health at the University of Malaya, is 
to succeed Dr. Sipyt Horner as H.M. Senior Medical 
Inspector of Factories when she retires in the spring. 


Safe Gas 

The Royal Society for the Prevention of Accidents and 
the Gas Council have launched a campaign to cut down 
the number of accidental deaths from gas poisoning, of 
which there are about 900 a year, two-thirds being in people 
over 65. They hope to educate people'in the proper use 
and maintenance of gas appliances, and are enlisting the 
help of local authorities and organizations. Experiments 
are being carried out in the production of non-poisonous gas 
for domestic use. 


Lewis Cameron Postgraduate Prize, Edinburgh University 
The Lewis Cameron Postgraduate Prize, of the value of 

about £45, may be awarded in July, 1961, to a graduate of 

not more than five years’ standing from the date of last 


obtaining a Bachelor’s Degree in the University who submits 
the best paper or papers (published or in manuscript) 
embodying the results of original work relating to the 
diagnosis of disease. No graduate may hold the prize more 
than once, and candidates must be matriculated for the year 
in which the competition is held. Papers should be lodged 
with the Dean of the Faculty of Medicine by April 5. 


New Hospital Plans 

The Minister of Health, Mr. ENocH PowEBLL, announced 
this week that for the first time hospital boards are being 
asked to make long-term plans for hospital building. He 
has asked all boards in England and Wales to submit 
proposals for building work to be started in the next ten 
years. Further, the maximum cost of individual projects 
which boards can undertake without prior Ministerial 
approval is to be doubled from February 1 from £30,000 
to £60,000. The Minister has asked boards to submit to 
him by May 31 their proposals of work to be started up 
to 1970-1. These programmes will be revised annually so 
that at any given time there will be a ten-year view, of 
which the first five years will be as firm as possible. 


Change of Title 

The title of the Journal of Obstetrics and Gynaecology of 
the British Empire will be changed to Journal of Obstetrics 
and Gynaecology of the British Commonwealth, beginning 
with the first issue of 1961. 


In Brief 

The first turf has been cut for a £130,000 development at 
Edinburgh Royal Infirmary which will house new depart- 
ments of medicine and medical physics. The contractors 
believe that the work can be fihished in a year. 


People in the News . 

Dr. W. H. EL.iott, fellow, biochemistry department, John 
Curtin School of Medical Research, Australian National 
University, Canberra, has received an award under the 
Royal Society and Nuffield Foundation Commonwealth 
Bursaries Scheme to assist him in visiting Cambridge to 
study microbiological techniques. 

- Dr. G. L. Timms, of the East Africa High Commission, 
has been appointed editor of the East African Medical 
Journal in succession to Dr. J. A. CARMAN, who has been 
editor since January, 1946. 

Professor B. W. WINDEYER, of the Myerstein Institute of 
Radiotherapy, has been appointed chairman of the Radio- 
active Substances Advisory Committee in succession to Sir 
CHARLES Darwin, who has resigned. 


COMING EVENTS 


Hunterian Society Lecture.—Professor Fritz LINDER 
(Berlin), “A Survey of Surgery in Germany, with Special 
Reference to Pulmonary Lesions,” Livery Hall, Guildhall 
(Basinghall Street), January 23, 8.30 p.m. 


National Council for the Unmarried Mother and Her 
Child.— Meeting, ‘“ The Problems of Youth,” January 26, 
5 p.m., County Hall, Westminster Bridge Road, London 
S.E.1. Panel includes Dr. N. MALLESON; chairman, Dr. 
D. STAFFORD-CLARK. Tea available, tickets from Miss I. H. 
GRANGER, 255 Kentish Town Road, London N.W.5. 


Lock Lecture. — Professor J. F. Nusoer (Utrecht), 
“Surgical Treatment of Tumours of Duodeno-Pancreas,” 
February 1, 5 p.m., Maurice Bloch Lecture Theatre, Royal 
Faculty of Physicians and Surgeons, Glasgow. 


Institute of Dermatology.—Exhibition, February 1-24, by 
Dr. K. V. SANDERSON, “ Seborrhoeic Warts.” 


Institute of Urology——Week-end course, “Recent 
Advances in Urology,” February 3-5. Details on advertise- 
ment p. 65. 


Industrial Welfare Society. — Annual Conference, 
“Industrial Health,” February 16, 10 a.m., Connaught 
Rooms, Great Queen Street, London W.C.2. Details from 
I.W.S., 48 Bryanston Square, London W.1. 
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Sheffield University, Department of Psychiatry.—Short 
course, mainly on psychiatric problems in general practice, 
March 25, 26. Details on advertisement p. 64. 


NEW ISSUES OF SPECIALIST JOURNALS 


The journals listed below are obtainable from the Publishing 
Manager, B.M.A. House, Tavistock Square, London W.C.1. 


ARCHIVES OF DISEASE IN CHILDHOOD 


The Genetic Mechanism of Galactosaemia. Kenneth Hugh-Jones, Alvah L. 
Newcomb. and David Yi-Yung Hsia. 

The Oxygen Tension of the Blood in the Umbilical — and the Intervillous 
Space. S. Sjdstedi, ~ Rooth, and F. Caliga 

Absent Umbilical Artery. A Review of 113 py : L. Bourne, and 
Kurt Benirschke. 

The Number of Alveoli in the Terminal Respiratory Unit of Man Daring 
Late Intrauterine Life and L. Emery and A. Mithal. 
Correlation Between Birth Weight and Clinical Findings in Diplegia. 

Elspeth M. Russell. 

Segars in the Blood and Urine of Children Following the Ingestion of 
Disaccharides. J.C. Haworth. 

Adrenal Cortical Hypoplasia in Siblings. J. F. Boyd and A. M. MacDonald. 

Postural Treatment of Children with a Partial Thoracic Stomach (‘* Hiatus 
Hernia”). I. J. Carré. 

“ Sweat Test” Results in Normal Persons of Different Ages Compared with 
Families with Fibrocystic Disease of the Pancreas, Charlotte M. 
Anderson and Mavis Freeman 

The Significance of Intimal Thickening in the Arteries of the Newborn. 
J. H. Robertson. 

Histiocytic Medullary Reticulosis in a Child. Malcolm Fowler. 

Deficiency of Vitamin Bi2 After Extensive Resection of the Distal Small 
Intestine in an Infant. A. C. L. we and C. C. Booth 

Chronic Non-haemolytic Jaundice with Conjugated Bilirubin in the Serum 
and Normal Liver Histology : A Case Study. Markus F. Vest, Herbert 
J.. Kaufmann, and Elvira Fritz. 

Arteriovenous Aneurysm of the Great Vein of Galen with Heart Failure 
in the Neonatat Period. A. E. Claireaux and C. G. H. Newman. 
iat — ay of R etterer-Siwe Syndrome. Margaret D. 

ader. 

A Case of Severe Hyercalcaemia of Infancy with an Account of the 
Neuropathological Findings. L. Crome and Peter E. Sylvester. 

poss. Reviews. 


Volume 35, No. 184. (Bi-monthly; £4 4s. annually.) 





SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Sunday, January 22 

CAMBRIDGE UNIVERSITY MepicaL ScHooL.—At Nurses’ Home, Chesterton 
Hospital, Cambridge, symposium on Old Age in the Modern World. 
Morning, 10.30 a.m., Dr. W. Davison: Hospital Service for the Elderly ; 
11.30 a.m., Dr. J. E. Birren, Ph.D. (Washington, U.S.A.): Some Psycho- 
logical Aspects of Ageing ; 12.15 p.m., Dr. P. A. Tyser: Community Care 
& the Elderly. Afternaon, 2.15 p.m., film: The Proud Years; 3 p.m., 


Monday, January 23 


HUNTERIAN SocteTy.—At Livery Hall, Guildhall, London E.C., 8.30 p.m, 
Hunterian Lecture by Professor Fritz Linder (Berlin): Survey of Surgery 
in Germany, with Special Reference to Pulmonary Lesions. 

Lonpon UNtversity.—At Birkbeck College, Malet Street, W.C., 
special university lecture in psychology by Dr. Simon A 
(Johannesburg): Problems of Cross-cultural Ability Testing. 

MANCHESTER MEDICAL SocteTry.—{1) SECTION OF ODONTOLOGY.—At Lecture 
Room, Dental Hospital, 4.30 for 5 p.m., Dr. A. Holzel: Allergy. 
(2) Section OF GENERAL Practice.—At Large Anatomy Theatre, Man- 
chester University Medical School, 8.30 for 9 p.m., Dr. L. A. Liversedge: 
Fact and Fancy in the Treatment of Multiple Sclerosis. 

PosTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. W. T. Cooke: 
Regional Enteritis. 


Tuesday, January 24 

BrRiTIsH POSTGRADUATE MEDICAL FEDERATION.—At London School of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor G. Causey: Struc- 
ture and Function of the Supporting Tissue of the Nervous System. 

a hme OF DERMATOLOGY.—5.30 p.m., Dr. K. V. Sanderson: Epithelial 


umours. 

MANCHESTER Mepicat Society.—At Large Anatomy Theatre, Manchester 
University Medical School, 4 for 4.30 p.m., university lecture on the 
History of Medicine by Professor J. E. C. T. White: Discovery of Man. 

St. Mary’s Hosprrat Mepicat Scnoot.—At Lecture Theatre, Wright- 
Fleming Institute, 5 p.m., Dr. Erica Wachtel: Cancer Diagnosis by 
Vaginal Cytology. 

SocreTy FOR THE STuDY OF AppIcTION.—At Medical Society of London, 
8 p.m., Professor G. C. Drew, M.A.: Effect of Small Doses of Alcohol 
on Skills. 


Wednesday, January 25 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. Y. M. Clayton: Fungi Causing 
the Mycotic Diseases. 

INSTITUTE OF DISEASES OF THE CHesT.—5 p.m., Dr. J. G. Scadding: 
Effects of Corticosteroids in Tuberculosis. 

INSTITUTE OF UroLoGY.—4.30 for 5 p.m., Mr. K. Owen: Kidney Disease and 
High Blood Pressure. 

OxForp Universiry.—At Radcliffe Infirmary, 5 p.m., Litchfield Lecture by 
Sir John Peel: Diabetes in Pregnancy. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Dr. H. E. M. Kay: 
Realities of Bone Marrow Transplantation. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Arnott Demonstration 
by Professor G. W. Causey: An Appreciation of the Fine Structures of 
Some of John Hunter's Specimens. 


se oe HospitaL, Gray’s Inn Road, London W.C.—5.15 p.m., Dr. 
D. J. Tyrrell: Common Cold Problem 

ms Socmery ¢ OF HEALTH.—At Shire Halt, < Chelmsford, 10 a.m., Mr. S 
Willis, M.R.S.H.: Large Scale Refuse Disposal ; Mr. P. C. Wood, BS. 
Dip. Bact. : Production of Clean Shellfish ; ; Dr. T. D. Blott: Role of the 
Local Authority in Shellfish Control. 

Society OF CHEMICAL INDUSTRY.—At 14 Belgrave Square, London S.W. 
6.15 p.m., joint meeting of Food Group and Oils and Fats Group 
Professor A. C. Frazer: Some Biological Effects of Heated Fats. 


Thursday, January 26 

BRITISH POSTGRADUATE MEDICAL FEDERATION.—At London Schoo! of 
Hygiene and Tropical Medicine, 5.30 p.m., Professor W. V. Mayneord: 
Radioactivity of the Human Environment. 

CHILTERN MepicaL Society.—At High Wycombe Hospital, 8.30 p.m., 
combined obstetric meeting with Medical Services Commission. 

GrOuP FOR REPRESENTATION OF THE VIEWS OF CLINICAL PSYCHIATRISTS.—At 
Rygate Room, Tavistock House North (Fourth Floor), Tavistock Square, 
London W.C., 5.30 p.m., committee meeting. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Mr. A. J. King: Skin Manifesta- 
tions of Treponematoses I. 

LIVERPOOL MEDICAL INSTITUTION.—Symposium on Renal Failure: Treatment 
by Artificial Kidney. To be introduced by Mr. J. Cosbie Ross, Dr. 
Donald Watson, and Mr. Eric Edwards. 

Lonpon UNIvVeRsiTy.—(1) At School of Pharmacy, 29-39 Brunswick Square. 
W.C., 5.30 p.m., special university lecture in pharmacy by Professor T 
Valyi-Nagy (Debreczen, Hungary): Pharmacology of Antibiotics. (2) At 
Bearsted Theatre, London Hospital Medical College, Turner Street, E., 
5.30 p.m., special university lecture in human anatomy and morphology 
by Dr. F. C. Fraser F.L.S., F.M.A.: Adaptations in Cetaceans. 

ROYAL COLLEGE OF SURGEONS OF ENGLAND.—5 p.m., Arris and Gale Lecture 
by Mr. N. G. Rothnie: Changes in Blood Coagulation Due to Perfusion 
for Open Heart Surgery. 

St. ANDREWS UNIveRsITY.—At Physiology Department Lecture Theatre. 
5 p.m., Dr. E. J. Ross. Aldosterone. 

Str. Georce’s Hospitat MEpicaL ScHOOL.—S5 p.m., Dr. Hamilton Paterson: 
postgraduate demonstration in neurology. 

@Westr Lonpon Mepico-CnirurcicaL Sociery.—At Rembrandt Hotel. 
S.W., 7.30 for 8 p.m., dinner meeting, The Reverend Maurice Bell: Social 
Upheavals in Western South America. 


Friday, January 27 

@INsTITUTE OF DeRMATOLOGY.—5.30 p.m., Dr. C. D. Calnan: clinica! 
demonstration. 

INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Dr. J. R. Bignali: clinica! 
demonstration. 

INSTITUTE OF LARYNGOLOGY AND OToLocy.—5.30 p.m., Dr. T. V. L 
Crichlow: Cholesteatoma and Mastoid Disease with Demonstration of 
X-ray Films. , 

INSTITUTE OF RURAL Lire aT HOME AND OVERSEAS.—At Friends International 
Centre, 32 Tavistock Square, London W.C., 12.30 for 1.15 p.m., Dr. 
Wallace R. Aykroyd: Work and Objectives of F.A.O. 

Lonpon UNIversiTy.—At School of Pharmacy, 29-39 Brunswick Square, 
W.C., 5.30 p.m., special university lecture in pharmacy by Professor T. 
ValyicNawy: Pharmacology of Antibiotics. 

MEDICAL SOCIETY FOR THE STUDY OF VENEREAL DISEASES.—At 11 Chandos 
Street, W, 7.30 p.m., Future of Venereology. To be introduced by Dr 
Robert Lees and Mr. Ambrose King. 

MIDLAND CENTRE FOR NEUROSURGERY. Holly Lane, Smethwick.—8 p.m., Dr. 
Ww. ong Russell: Aphasia (with Special Reference to Traumatic 
Aphasia). 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—(1) 10 a.m., Mr. Sol cen 
Limb Gangrene. (2) 4 p.m., Dr. S. Bell: Management ‘of Mala 

ROYAL INSTITUTION.—9 p.m., Woodhull Lecture by Professor P. B. Medawar. 
D.Sc., F.R.S.: Principle and Paradox in Eugenics. 

SOclETY OF MEDICAL OFFICERS OF HEALTH (WELSH BRANCH).—At B.M.A. 
House, 195 Newport Road, Cardiff, 6.30 p.m., Dr. R. A. N. Hitchens 
and Dr. W. E. Miall. Blood Pressure. 


Saturday, January 28 

BiocHeMiIcaL Society.—At Courtauld Hall, Queen Elizabeth College, 
Campden Hill Road, London W., 10:25 a.m., 402nd meeting. 

NORTH-EAST METKOPOLITAN THORACIC SOCIETY.—At Clinical Lecture Theatre. 
St. Bartholomew’s Hospital, 9.30 for 10 a.m., (1) Mr. Ian M. Hill: On 
Conservation of Lung ; (2) Dr. N. C. Oswald: Chronic Bronchitis, a "Five 
Year Follow-up ; (3) Mitral Valvotomy—a Comparison of the Results 
Obtained by the Transatrial and Transventricular Routes. 





BIRTHS, MARRIAGES, AND DEATHS 


DEATHS 


Battle.—On December 24, 1960, the result of an accident, Anthony Thomas 
=. M.B., Ch.B., D.Obst.R.C.0.G., of Middleton, Manchester, aged 
2 


Brigstocke.—On December 24, 1960, in hospital, Percy Ward Brigstocke, 
O.B.E., M.B., of Wisborough, East Grinstead, Sussex, aged 89. 

Dunlop.—On December 22. 1960, at ve House, wet Hereford- 
shire, John Leeper Dunlop, M.C., M.B., B.Ch., aged 77. 

Foster.—On December 26, 1960, at Haslemere, Surrey, Michael Bernard 
Foster, M D., D.P.H., formerly of Harrogate, Yorks, aged 90. 

Grant.—On December 28, 1960, at his home, 16 Balfour Road, Southport, 
Lancs, Colin Grant, M.B., Ch.B., recently of 25 Duke Street, Southport. 

Handoo.—On December 26, 1960, at his daughter’s home, Sk New Road, 
Alipore, Calcutta, Hari Krishna Handoo, M.B., B.S., of 103 Fortess 
Road, London N.W., aged 60. 

Hopkins.—On December 25, 1960, Walter Donald Hopkins, M.R.C.S., 
L.R.C.P., of Bradfield, Keston, Kent. 

Hopkinson.—On December 21, 1960, in Newcastle General Hospital. 
Dorothy Hopkinson, M.B., B.S., of 17 West Avenue, Gosforth, Newcastle 
upon Tyne. 

Kewley.—On December 26, 1960, Arthur George Kewley, L.R.C.P.&S.Ed., 

L.R.F.P.S., of Marston Court, Oxford, aged 97. 

Maire On December 24, 1960, Andrew Mair, M.D., D.P.H., of 4 Home- 
nae Road, Worthing. 

-—On December 27, 1960, Percy Vivian Giles Pedrick, M.R.C.S., 
eek. C.P., L.D.S., ,of 30 Earls Road, Tunbridge Wells, Kent, formerly 
of Teignmouth, Devon, aged 80, 

Samuels.—On December 25, 1960, at 16 Streatham Place, London S.W., 
William Frederick Samuels, L.M., L.Ch., late of Malaya and West 
Indies, aged 84. 





HN] 


We 
an: 
the 
sul 


is 
sh 
sw 


in 


sh 


~x © OF DD eo = = 


— oo oe ete nee & Ar 


of 
rd: 


—Al 
are, 


Sta- 


lent 
Dr 


ire. 


By 


ure 
ion 





JAN. 21, 1961 


ANY QUESTIONS ? eo xg, 223 





Any Questions ? 








We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Laryngeal Swabs 


Q.—Some authorities believe that when a laryngeal swab 
is taken for culture of M. tuberculosis the culture medium 
should be inoculated within half an hour of taking the 
swab. Does your expert agree? 


A.—While it is obviously desirable that treatment and 
inoculation on to culture medium of the laryngeal swab 
should be done as soon as possible, I am not aware of any 
work which would make so short a time as half an hour 
essential. The only published observation related to the 
time-factor known to me is given by Clark et al.,! where 
“immediate” inoculation of swabs gave 14.2% positive, 
while swabs taken at the same time from the same patients 
and posted to a laboratory gave only 6.2% positive. Drying 
of the swab is probably the most lethal change for tubercle 
bacilli, and if the swab is previously moistened a delay of 
1-2 hours would not be expected appreciably to reduce the 
yield of positives. 

My own practice (without any good evidence to justify it) 
is to regard any delay over 4 hours from taking of the swab 
to inoculation as not acceptable. 


REFERENCE 


' Clark, C., Hart, P. D.’A., Kerley, P., and Thompson, B. C., Spec. 
Rep. y By med. Res. Coun. (Lond.), No. 251. H.M.S.O. 


Atropine Intoxication from Eye-drops 

Q.—A boy aged 12 was recently admitted to hospital 
with delirium, fever, and marked general flushing. This 
was attributed to the use of 1% atropine drops t.d.s. in 
both eyes on the previous two days. In support of this 
diagnosis a case was quoted in which a man had become 
disorientated for a considerable period after the instillation 
of one drop of atropine once. Is it likely that either or 
both of these were due to atropine poisoning ? 


A.—Yes, the symptoms described are consistent with those 
of atropine intoxication. A similar case to the second one 
quoted was described by Baker and Farley. Homatropine 
has been shown to cause similar trouble.?_ The intoxication 
is due to the drug draining through the lacrimal passages 
and being swallowed; the effects can be minimized by 
compression of the inner canthus during instillation of the 


drops. 
REFERENCES 


1 Baker, J. P., and Farley, J. D., Brit. med. J., 1958, 2, 1390. 
* Collier, M., Bull. Soc. Ophthal. Paris, 1957, 693. 


Infants’ Feeds in the Tropics 


Q.—Is evaporated milk, readily obtainable in Nigeria, a 
satisfactory alternative to the fat-reduced tropical form of 
dried milk? Is the “ milton” method of sterilization of 
bottles really safe in the Tropics? Is it safe to make up 
the feeds once in 24 hours and store them in a refrigerator ? 


A.—Evaporated milk is certainly a perfectly satisfactory 
alternative to full-cream dried milks. It is ordinarily 
marketed as whole milk—that is to say, it is not partly 
skimmed—and so is not exactly equivalent to a fat-reduced 
dried milk. If, therefore, reduction in the fat content is of 
importance, the ordinary evaporated milk will not be a 
satisfactory alternative, but a half-cream evaporated milk 
has recently been put on the market. 

The hypochlorite (“ milton”) method of sterilization is 
safe anywhere if the technique is scrupulously carried out. 
It has the disadvantage, whether in temperate or tropical 
climates, that there is no visual way of assessing its 


effectiveness, whereas, if boiling is used to sterilize bottles, 
boiling can be seen to be taking place. 

It is perfectly safe to make up all the feeds once in 
24 hours and to store them in a refrigerator, provided that 
both the feed and the bottles have been sterilized and that 
the refrigerator is capable of cooling the feed rapidly in a 
hot climate and keeping it chilled until it is required. It is 
safest, if all the feeds are to be made up at one time, to 
use the method of terminal sterilization. This method 
consists in making up and bottling the feeds and then 
sterilizing them all together. Small-feed sterilizers can be 
bought for this purpose and make the technique easier. 


Diagnosing Hypogammaglobulinaemia in Infancy 


Q.—A family has lost three young children out of six 
with bronchopneumonia in infancy. The mother is expect- 
ing her seventh baby. It has been suggested that the dead 
babies may have had hypogammaglobulinaemia. How early 
in life can it be diagnosed ? 


A.—The normal gammaglobulin in early infancy, as 
estimated by electrophoresis, appears to be low. It would 
therefore not be easy to give a definite opinion on the 
possibility of hypogammaglobulinaemia in, at all events, 
the first few months of life. Furthermore, it is now realized 
that this technique does not pick out deficiency of particular 
fractions of the gammaglobulin, for which techniques of 
immuno-chemistry are required. 

It is possible for a child to have apparently adequate 
amounts of gammaglobulin but to be deficient of a pro- 
tective fraction or fractions. Agammaglobulinaemia seems 
to be a rare sex-linked genetically transmitted condition, 
almost always occurring in the male sex. An association 
of this condition and Pneumocystis carinii infection has been 
described, and would account for the three deaths with 
pneumonia described. 


Sodium Citrate in Infancy 


. Q.—A number of mothers in this district give their young 
infants sodium citrate tablets, 1 gr., as a cure for napkin 
rash. Apparently they buy the tablets from the chemist 
(but not on the chemist’s advice). What dose could harm, 
or at least upset, a baby of a few weeks old? 


A.—This is a common practice, and sodium citrate tablets, 
1 gr., are often obtainable from local authority infant welfare 
clinics. The dose necessary to induce alkalosis in the normal 
infant would be very large indeed and outside any amount 
ordinarily likely to be given. 

What is perhaps more to the point is the fact that citrate 
tablets are unlikely to be of value in the treatment of napkin 
rash in the infant of a few weeks of age, in whom the urine 
will anyway tend to be alkaline. In later infancy, when the 
child has been started on solids, and during teething, the 
urine may be acid and relief may be obtained by giving 
sufficient sodium citrate (15-20 gr. in'24 hours) to make the 
urine alkaline to litmus when it is passed. 


Incidence of Diabetes 


Q.—In 1,000 diagnoses of diabetes what age group would 
have the greatest incidence? Would it differ between the 
sexes ? 


A.—If the figures given by Freeman’ are accepted as 
representative, the highest incidence of diabetes among males 
will be found in the 50-59 age-group and among females 
a decade later. In 1,000 diagnoses of diabetes approximately 
110 men and 210 women will have developed the disease in 
these respective age groups, and nearly 800 cases will have 
arisen between the ages of 40 and 80. Two points should, 
however, be made, though they do not invalidate the general 
implications. Firstly, the onset of diabetes at this time of 
life is often insidious, and may be difficult to pin-point 
accurately. Secondly, Freeman’s survey was carried out 
among known diabetics, and an identical age incidence 
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would not necessarily be expected among patients who were 
being screened for glycosuria. 


REFERENCE 
1 Freeman, A. G., Brit. med. J., 1958, 1, 1149. 


B.C.G, Vaccination and Infantile Eczema 


Q.—Is it safe to B.C.G.-vaccinate a child who has infantile 
eczema ? 


A.—There is no objection to B.C.G. vaccination in patients 
with infantile eczema It may provoke a_ temporary 
aggravation of the eczema, but that is amenable to treatment. 
The contraindication to smallpox vaccination, on the other 
hand, is that the eczema may be subject to superimposed 
viral infection, which is a grave complication and may 
prove fatal. 


Macrohyperglobulinaemia or Myelomatosis ? 


Q.—With peripheral blood picture and bone marrow 
examination suggesting aplastic anaemia and no abnormality 
seen in the bones, could any diagnosis be possible except 
multiple myeloma when the serum protein levels are: total 
proteins, 11.8 g.% ; albumin, 2.4 2.%; globulin, 9.4 g.% ? 
This occurs in a female patient aged 68 with no history of 
numerous x-ray examinations or constant drug ingestion. 


A.—I think it would be helpful to know whether there was 
marked rouleaux formation when the peripheral red blood 
cell count was being done, the electrophoretic picture of the 
proteins, and whether the skeleton, particularly the skull, 
shows any radiological evidence of myelomatosis. On the 
evidence presented one would think of macrohyperglobulin- 
aemia as a likely diagnosis, but myelomatosis should also be 
considered. The former often shows features very strongly 
resembling acute leukaemia. 


Hazards from Naphthalene Flake 
Q.—What are the risks in working with naphthalene 


flake ? 

A.—Although naphthalene poisoning in industry occurs 
rarely, naphthalene is a toxic material which volatilizes at 
room temperature. It is absorbed through the skin and from 
the respiratory and gastro-intestinal tracts. The effects which 
have been reported in man are acute nephritis, jaundice, 
haemolytic anaemia, and optic neuritis. Cataract has been 
reported in experimental animals. It is irritating to the 
skin and to mucous membranes, particularly to the 
conjunctiva. 

Men working with naphthalene flake should be protected 
from the risk of inhalation of the vapour and from irritation 
of or absorption through the skin. The eyes should be 
protected by suitable goggles.’~ 


REFERENCES 
1 Fairhall, L. T., Industrial Toxicology, 1957. Williams and Wilkins 
Company, Baltimore. 


* von Oettingen, W. F., Poisoning, 2nd ed., 1958. W. B. Saunders 
Company. Philadelphia and London. 

* A.P.1. Toxicological Review—Naphthalene, 2nd cd., August, 1959. 
American Petroleum Institute, New York. 





Nurse’s Infection During Employment 


Q.—A nurse in a general hospital has developed a severe 
chest infection, and the sputum contains staphylococci 
resistant to most antibiotics. Shortly before becoming ill 
there was an outbreak of staphylococcal infection in her 
ward, Is she entitled to claim industrial injuries benefit, 
and, if so, what evidence would be required ? 


A.—The‘condition described is not a prescribed industrial 
disease, so that any claim would be considered under the 
provisions relating to “ accident arising out of and in the 
course of” employment. “Injury by accident” in this 
context is in contradistinction to “injury by process,” so 
that it would be necessary to show that an incident or series 
of incidents, which could be regarded as accidents, caused 
or contributed to the origin or progress of the disease. If 
it is shown that the infection is the result of contact at a 


particular time during the employment it is immaterial that 
the hour or the day cannot be identified. Clearly in the 
case cited important evidence in favour of a claim would be 
that the phage types of the staphylococci were the same in 
the nurse’s infection and in the ward outbreak during which 
she had been in attendance. 


Hydrated-lime Marking of Football Pitches 


Q.—Is there any danger to the players through the use 
of a hydrated-lime mixture for marking football pitches ? 
It is proposed to use 84 Ib. (38.1 kg.) of lime mixture to 
25 gallons (114 litres) of water, but the possible danger of 
a child falling on a freshly marked football pitch and 
getting some of the lime in his eyes has been raised. 


A.—It is very unlikely that ocular damage could occur 
from the use of such a mixture. 


NOTES AND COMMENTS 


Treatment of Méniére’s Disease.—Mr. M. SPENCER HARRISON 
and Dr. L. NarFTaLin (Lincoln) write: In “ Any Questions ? ” 
(December 24, p. 1900) it is stated that the most successful 
conservative treatment of Méniére’s disease is limitation of salt 
and fluid intake. If carried out satisfactorily, this treatment will 
keep the attacks at bay in more than half the cases, but, as it is 
a difficult and unpleasant regime to most patients, there can be 
little doubt that such a diet is seldom rigidly adhered to. The 
purpose of the method appears to be to iron out fluctuations of 
body electrolytes. It is far simpler for the patient to take a 
supplement of Na and K, which has a similar effect on the body 
electrolytes, so that the results of this treatment are considerably 
better than those of a restrictive regime. We hope to present 
results in a series of cases of the supplementary form of treatment 
in the near future. It seems unlikely that any form of treatment 
can affect cochlear end-organ cells which have already degenerated 
or progressed far towards degeneration, but in a high proportion 
of cases the hearing will improve a little or remain stationary 
and the attacks cease if an adequate conservative regime is 
maintained. 


Our Exper replies: There is no doubt that a low sodium and 
limited fluid intake is effective, and if, as has been suggested, a 
supplement of sodium and potassium will be effective, then this 
would be less irksome to the patient than following a fairly strict 
diet. 


Correction.—Professor W. M. Davidson has asked us to state 
that in his paper “Sex Determination: Diagnostic Methods "’ 
(December 31, 1960, p. 1901) he inadvertently transposed the 
words mesonephric and paramesonephric in the section headed 
“Somatic Sex” on page 1903. In the paragraph on Development 
of the Sex Ducts and External Genitalia the words “‘ mesonephric 
(Miillerian)-”” and “ pararhesonephric (Wolffian)” should read 
“* paramesonephric (Miillerian)” and ‘‘ mesonephric (Wolffian).” 


Collected Articles from the “ British Medical Journal ” 


The following books are available through booksellers or 
from the Publishing Manager, B.M.A. House. Prices, which 
include postage, are now the same for both inland and overseas. 


Refresher Course for General Practitioners, Volume 3 (26s. 9d.). 
Any Questions ?, Volumes 2 and 3 (8s. 3d. each). 
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